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1462. Infective Jaundice in Iceland 
L. S. ANDERSON. Lancet [Lancet] 1, 778-781, June 7, 
1947. 5 figs., 10 refs. 


The population of Iceland, a country rather larger than 
Ireland, is 110,000 and intercourse with the outside world 
is slight. The population is divided into three numeric- 
ally equal groups—fishing, farming, and professional and 
administrative. Rural and urban populations are hard 
to differentiate, but in the present article this is done by 
restricting the latter to the two considerable towns. 
There were nineteen outbreaks of infective hepatitis 
between 1929 and 1940, involving 854 patients. 

With regard to incubation period the following ‘table 
is instructive: 


Minimal 
Place Date Sequence Incubation 
Period 
Days 
X Early Nov., | Woman arrives from in- 
| 1929 fected farm 
Nov. Develops infective jaun- 
dice in X 
| Dec. 12 Boy develops I.J. 31 


Y July 14, 1930} Woman arrives from in- 
fected household . 
July 21 Develops I.J. 


_ Aug. 21 Manservant (same 
household) develops 
Ld. 31 
Z | July, 1930 Son A of farmer returns 
from infected house 
| Aug. 3 Girl A (friend) leaves Z 
for home 
Aug. 4 Son B develops I.J. 
| Sept. 4 Girl A develops I.J. | 32 
| Sept. 6 Son C develops I.J. 33 
| Sept. 6 Daughter develops 1.J. 33 
' Oct. 6 Woman neighbour de- 
velops I.J. 30 


This table gives a constant incubation period and 
demonstrates the serial incidence in small communities. 
Winter incidence in rural and urban areas is double that 
of summer. Incidence was heaviest in children and 
young adults, with a slight preponderance in males. 

Owing to the urban trend the towns contain a larger 
proportion of children and young adults and hence a 
greater incidence would have been expected, but the 
author shows that the contrary occurred. Outbreaks 
were confined to fourteen localities comprising 43% of 
the non-urban population. Only sporadic cases were 
seen in the remaining areas. The limitation of outbreaks 
to certain areas is considered significant as the pattern of 


life is uniform and, should droplet infection be the 
cause of spread, distribution would be uniform. Rural 
water supplies and sanitation are certainly not uniform 
and in many districts are indeed primitive, but urban 
conditions are different altogether, and there was a highly 
significant inverse relation between increase in size of 
place and prevalence of infective hepatitis. The explosive 
nature of the outbreaks, the prevalence in rural areas, and 
the patchy distribution suggest faeces as the chief source 
of infection, aided by the dry climate, high winds, and 
dust. The view that all outbreaks were due to faecal 
contamination of water supplies is untenable; the author 
considers that dust containing faecal particles is a more 
likely source of infection but transmission by the hand- 
ling of food or utensils and occasional droplet infection 
cannot be ruled out. W. N. Pickles 


1463. DDT Dust for the Control of Head Lice 

F. A. Cowan, T. McGrecor, and N. M. RANDOLPH. 
American Journal of Tropical Medicine [Amer. J. trop. 
Med.) 27, 67-68, Jan., 1947. 


A dust composed of 10% D.D.T. and 90% pyro- 
phyllite was applied to the heads of 173 children with 
varying degrees of head louse infestation, the amount 
applied varying from 2-5 to 5 g.; 73 uninfested children 
were the controls. The degree of infestation was 
estimated arbitrarily as heavy, medium, light, or none; 
in doubtful cases a fine comb was used and the nits 
were examined microscopically to determine viability. 
One application was given to 66 children and two ap- 
plications were given to the remainder, after which the hair 
was not washed for 1 week. After 4 weeks only 1 child, 
who admitted to washing his hair the day after treatment, 
showed any lice or viable nits. One application was 
therefore as effective as two. The results are set out in 
the accompanying table. 


Initial Infestation | !festation after 

No. of 

No. of | Treat- 
Children! ments |? |e | 
Sig 5/8/93 
Eig 
“oi 10| 9 | 23 | 24 1 | 65 
107; 2 19 | 27 | 48 | 13 107 
none | 6| 18 | 20| 6 | 23 | 31 | 13 

Total 246 35 54 |100 | 57 | 


J. Newsome 
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1464. Whooping Cough and Measles. An Epidemical 
Concurrence and Contrast 

W. Butter. Proceedings of the Royal Society of Medi- 
cine [Proc. R. Soc. Med.] 40, 384-398, May, 1947. 5 figs. 


In October, 1939, measles and whooping-cough were 
made notifiable diseases in Britain. The mass of data 
accumulated from 1940 to 1945 has been analysed by 
the author. The relation of these two diseases is 
demonstrated in tables and graphs. There has been a 
marked and ‘continuing decline in the mortality from 
both. A century ago the approximate death rates per 
million of population for whooping-cough and measles 
were 500 and 400 respectively. Today the death rate for 
either disease is only 30 per million; the sex ratios 
remain unchanged. As a useful approximation to the 
’ case-fatality rate the author has employed the “ batch 
fatality rate” (B.F.R.) calculated on the probability of 
death occurring at a particular stage. The average case 
of measles runs its course for 9 weeks, and death is most 
likely to occur within 5 weeks of onset. The B.F.R. at 
the terminal week of the 9-week period is obtained from 
the following formula: 


Sum of deaths during the last 5 weeks 1,000 


(Half the sum of cases in first 4 weeks + all the cases in 
middle week + half the sum of cases in last 4 weeks) 


In measles the B.F.R. approximates very closely to the 
C.F.R., but a few deaths must escape inclusion because 
late sequelae often appear when specific signs of measles 
have vanished, and the death may not be recognized as 
primarily due to measles. Late sequelae from whooping- 
cough, on the other hand, are generally traceable to the 
original infection. A _ sufficiently accurate B.F.R. is 
obtained from the above formula by taking the sixth 
week as the critical one in an average duration of 11 
weeks. 

Monthly averages of the B.F.R. per 1,000 cases for the 
years 1940-45 in London and the great towns are tabu- 
lated, and a striking similarity in seasonal variation is 
seen. The mean annual B.F.R. for whooping-cough is 
5-9 times that for measles. This ratio rises to 7-2 during 
May-—August, though in these months the fatality rate 
for both diseases is at its lowest. Tables of maximum 
and minimum B.F.R.s show that the mortality from 
measles has declined by one-third and that from whoop- 
ing-cough by one-fourth. Actual case fatalities com- 
puted in London and the great towns during 1940-45 
confirm this. 

Whooping-cough attacks infants in much _ higher 
proportion than does measles, and the incidence of both 
diseases is higher among urban than among rural infants. 
Persons over 5 years of age, on the other hand, are more 
prone to succumb to measles, to an unexpected degree, 
and this tendency is more marked in rural districts. 
Tables show that male infants are slightly more suscep- 
tible to both infections than female, but the position is 
reversed in age groups over 5 years. 

In measles, a high degree of immunity follows an 
attack. The immunity conferred by an attack of whoop- 
ing-cough, however, is not lasting, and there is no con- 
genital immunity during the first 6 months of life, such 


as is found in measles. These immunological disting. 
tions must account for the differences in age-incidence, 

The author criticizes the customary methods of con- 
trolling these diseases, and points out that to try to 
limit the diffusion of infection is not very practical 
neither is it wholly desirable. He advocates “| 
noting the natural behaviour of these diseases by appro. 
priate social and other administrative adjustments, so 
arranging that as far as possible the inevitable personal 
attack befalls when it is least dangerous to the patient.” 
[This theme might have been elaborated further.] 

The epidemics of recent years resemble very closely 
those of 1908-13 in their periodicity. Both infections 
belong to the class which shows epidemic outbursts with 
sub-epidemic activity maintaining at lower levels an 
endemic continuum. Graphs of measles cases and their 
fatalities reveal that a measles epidemic spans an interval 
of 2 years, peaks having been reached in the March of 
1941, 1943, and 1945. The 1940-41 period is atypical 
since there was extensive evacuation of children in those 
years. The question of periodicity is discussed at 
length, and the variations in the major and minor peaks 
with their intervening sub-epidemic levels are examined. 
It is suggested that after more prolonged observations a 
periodicity in the starting times of measles epidemics 
may be disclosed. If this happens the periodicity of 
epidemics may prove to be chronological rather than 
seasonal. Whooping-cough, on the other hand, exhibits 
none of the epidemic uniformity or periodicity of 


measles. One graph of whooping-cough incidence is. 


given for the whole 6-year notification period. This 
shows that the incidence has been of the same degree 
below average each mid-May for 6 years. The signifi- 
cance of this is obscure. T. E. Graham 


INDUSTRIAL MEDICINE 


1465. Symposium—Industrial Skin Cancer with Special 
Reference to Pitch and Tar Cancer. Chemical Aspects of 
Industrial Skin Cancer Caused by Pitch and Tar 

I. Hiecer, S. A. Henry, P: Ross, and J. G. WINTERNITZ. 
British Journal of Radiology (Brit. J. Radiol.] 20, 145-163, 
April, 1947. 19 figs., 20 refs. 


Hieger deals with the chemical aspect of carcinogenic 
hydrocarbons and their action on mouse skin as a simpli- 
fied model of the action of tar and pitch on the human 
skin. He cites the work of Kennaway, and traces the 
steps which led to the discovery of these hydrocarbons, 
pointing out that the cancer-producing potency depends 
on the chemical composition and the dosage. There 
are, at present, some 300 recognized carcinogens of vary- 
ing potency. Trivial changes in constitution bring about 
enormous variations in potency. The mechanism by 
which cancer is produced is discussed. . 

Henry deals with the relation between pitch, tar, and 
tarry products and epithelioma of the skin and its sites. 
He discusses the course of the condition and its behaviour. 
Pott recognized the connexion between coal soot and 
epithelioma in 1775, but it was not until 1907 that this 
fact received statutory recognition. Henry analyses 
the notified cases. The site at which the lesion occurs 
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depends on the nature of the patient’s occupation 
and the chemical properties of the substance, though 


_jndividual habits cause modifications. Pitch and tar 


ce lesions in a shorter time than mineral oil. 

There isashort account of the clinical features by Ross. 
Winternitz describes treatment by x rays, and points 
out that ‘ the combination of education of the patient, 
vigilance of the industrial medical officer, and accessi- 
bility of the tumour, produces a 100% cure rate’. Short- 
distance low-voltage therapy has supplanted treatment 
by radon. He analyses 449 cases treated at the Royal 
Cancer Hospital, London, Of these, 348 had benign 
lesions and 39 malignant, while 62 patients had beth 
benign and malignant growths. Of the patients with 
malignant tumours 19 had two or more malignant 
growths, but only in one case was it necessary to treat 
regional lymph nodes. : M. H. Jupe 


1466. Electrostatic Precipitation of Industrial Dust, 
Fumes, and Vapours for Hygienic Purposes. (Sulla 
precipitazione elettrostatica di polveri, fumi e vapori 
industriali ai fini dell’ igiene) 

D. Parvis. Rassegna di Medicina Industriale (Rass. 
Med. industr.| 16, 16-28, Jan.-March, 1947. 6 figs., 9 
refs. 


Electrostatic precipitation of dusts was first used to 
recover waste materials, and was only later employed as a 
hygienic precaution. It is particularly applicable to the 
very fine, and thus the most dangerous, dusts. The dust 
or vapour is passed into an electric field of high potential, 
from 30 to 70 kW. The positive electrode is earthed and 
of considerable size so as to favour the deposition of the 
material to be collected. The negative electrode, the 
emitter, has a central conductor and is placed symmetri- 
cally in relation to the positive. It is isolated from the 
positive, and usually consists of a fine wire so that a 
highly ionized electric field forms round it. The particles 
of dust or vapour pass between the electrodes and take 
up a charge so that they are attracted to the positive pole 
on which they are deposited. 

Certain other electrical phenomena must come into 
play, otherwise the particles would give up their charge 
before impinging on the negative. Some types of precipi- 
tator have a positively charged tube through which passes 
a negatively charged rod or wire. In others there is a 
series of alternating positive and negative plates. The 
efficiency of the tubular type is higher than that of the 
other. Although a highly ionized field is required, the 
tension must not be such as to cause an arc between 
negative and positive, for this damages the apparatus 
and likewise diminishes the yield. If the particles 
deposited on the positive are bad conductors, their 
charge may not flow to earth, and if a thick layer of 
deposit develops, a high-tension field of the order of 20 
to 30 kV/cm. may form. The positive electrode may 
then give a charge to the particles adherent to it and repel 
them to the negative pole. This may be prevented by 
humidifying the incoming air or by more frequent 
scraping or tapping of the positive electrode. 

This method of removal is of great value in sulphuric 
acid plants where it is used to separate arsenical vapours. 


It is also employed in coke ovens and in many industrial 
enterprises in which valuable or dangerous products 
occur in a fine state of division. From the commercial 
aspect it has to be considered as in competition with 
methods of sedimentation, centrifugation, mechanical 
filtration, or pulverization in the presence of a liquid. 
Whereas a centrifuge may give a yield of 50% and 
filtration about 90% the electrostatic method is from 90 
to 100% efficient. The cost is moderate. As a method 
of removing harmful products, as laid down in industrial 
legislation, it has many advantages. G. C. Pether 


1467. Cardiovascular Changes in Kitchen Workers. 
(Sulle alterazioni cardio-vascolari nei lavoratori addetti 
alle cucine) 

VY. Mauro. Folia Medica [Folia med., Napoli] W, 
76-81, 1947. 9 refs. 


Kitchen workers often have to work in an environ- 
mental temperature of 25° to 30° C.; at times it may reach 
55° to 60°C. The incidence of circulatory disorders in 
these persons is higher than in those not exposed to great 
heat. Atheroma of the aorta and cardiac hypertrophy 
are the most frequent abnormal findings. The blood 
pressure may be above or below the average. Tachy- 
cardia is so common as to constitute an occupational 
disorder. As there is often a rapid alternation of expo- 
sure to heat and exposure to cold, spasm and relaxation 
of the peripheral vessels must occur frequently during the 
day. This is considered to be a contributory factor in 
the genesis of arteriosclerotic changes. The quantity of 
circulating fluid must likewise vary at short intervals, 
since persons exposed to heat take large amounts of 
fluids; however, there is rapid adaptation to this intake 
and its importance should not be overstressed. Among 
41 patients examined by the author, 14 had evidence of 
cardiac hypertrophy and 7 had some enlargement of the 
aorta of sclerotic type together with cardiac hypertrophy. 
In 36 the blood pressure was raised above normal and 32 
had tachycardia. Many of these changes have been 
observed in other industrial workers exposed to great 
heat. Kitchen workers have sometimes to enter re- 
frigerators so that their vasomotor system is really 
exposed to great variations of temperature. The patho- 
logical changes noted may not bring with them any 
serious incapacity for many years. G. C. Pether 


1468. A Study of Pneumonia in Shipyard Workers, with 
special Reference to Welders 

M. F. Cowen. Journal of Industrial Hygiene and 
Toxicology {J. industr. Hyg.| 29, 113-122, March, 1947. 
17 refs. 


An analysis was made of 2,794 consecutive cases of 
pneumonia observed in about 66,000 ship-yard employees 
from September, 1942, to May, 1945. The patients 
came from the Richmond ship-yards and were given 
complete medical care at the Permanente Foundation 
Hospital. The diagnosis was substantiated by physical 
findings and radiography. The annual incidence of 
pneumococcal pneumonia for the 32-month period was 
12-4 per 1,000. For 1943 alone it was 11-5 and for 1944, 
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14:2. The independent series of statistics maintained by 
the ship-yard personnel office showed only half as high 
an incidence; this was because the figures were calculated 
for periods of absence longer than 1 week, and many of 
the conditions were diagnosed as influenza, bronchitis, or 
colds, while the pneumonia was undiagnosed. The 
average case fatality for pneumococcal pneumonia was 
5-8%, but a precipitous fall occurred in the second quar- 
ter of 1944 when penicillin became available. In the last 
12-month period the rate was only 1-1%, as compared 
with one of 9-5% in 1943. The frequency of pneumonia 
in workers employed under | year was 16 per 1,000, as 
compared with 10-2 in those employed over 1 year: 
the case fatality rate, however, was independent of the 
length of employment. Nearly a quarter of all the 
workers were women, including many welders. No sig- 
nificant differences were observed in the annual incidence 
rates in the two sexes, or between male welders, female 
welders, and all workers. However, the annual death 
rates for the male ship-yard workers were 3-5 times 
higher than those for the women. The incidence of 
pneumonia increased with age, and more than 50% of the 
patients were over 40 years. The mortality rate for 
workers over 40 was 5 to 10 times higher than that for 
workers under 30. The incidence in negroes was 60% 
greater than that in white patients, but there was no 
significant difference in mortality rates. Occupation did 
not influence the incidence and death rates, nor was there 
a significant difference between the welders and all 
ship-yard workers exclusive of welders. 

Data are given of certain factors essential for evalua- 
ting prognosis in cases of pneumonia. They relate to 
the presence or absence of bacteriaemia, the number of 
organisms in the sputum, the extent of lobar involve- 
ment, the length of illness before the patient entered 
hospital, and the severity of associated diseases. The 
factors observed in ship-yard welders differed in no way 
from those observed in all ship-yard workers. 

H. M. Vernon 


1469. Hygienic Drawbacks of the Use of Trichlorethylene 
in the Dry Cleaning of Clothes. (Sugli inconvenienti 
igienici dell’ impiego del trichloroetilene nella pulitura 
a secco dei vestiti) 

A. Rocco. Rassegna di Medicina Industriale (Rass. 
Med. industr.) 26, 29-40, Jan.-March, 1947. 1 fig., 
19 refs. 


Dry-cleaning solutions have the advantage over 
aqueous cleansers that they do not cause shrinkage of 
materials. In several dry cleaning plants in Turin there 
was a gross neglect of hygiene, filthy articles being 
mixed with others relatively clean. In some of these 
establishments the ventilation in the cleaning rooms was 
poor, some of the rooms even being below ground level. 
The vapours from airing sheds also drifted to a lower 
level where people were working. > 

All the solvents used in dry cleaning have an affinity for 
grease and fats and are likewise readily soluble in nerve 
tissue, which explains their toxic action. Some of them 
have a benzene ring or contain derivatives of benzene. 
Others are in a different chemical group, and include 


HYGIENE AND PUBLIC HEALTH 


acetone, carbon tetrachloride, and the chlorinateg 
derivatives of acetylene. Trichlorethylene is Probably 
used more than any other chemical. It is not inflam. 
mable and as a cleanser is very effective, but it decomposes 
in contact with a naked flame and liberates phosgene, 
It is economical in use and can be recovered almost 
quantitatively with suitable apparatus. Some authorities 
state that trichlorethylene is only toxic by reason of 
contained impurities, but others consider that the pure 
substance is poisonous. A hundred parts per million is 
said to cause intoxication in man, and two parts per 
thousand will produce a state of anaesthesia. Some 
workets in cleaning plants develop a craving for tri. 
chlorethylene and carry about with them small amounts 
which they inhale. 

In mild cases of poisoning confusion may be the only 
symptom. In long continued but slight exposure 
dermatitis is noted, probably from solution of the solvent 
in the grease of the skin. In most cleaning plants the 
articles are put into a container in which is a quantity of 
solvent and then agitated by mechanical means. The 
vapours are then driven off by fans and later mixed with 
steam and carried to condensers, in which they are 
recovered. The whole process lasts from 10 to 2 
minutes. 

To determine the quantity of solvent in the air various 
methods have been employed, of which that perfected 
by Moskowitz and Burke is probably the most effective, 
Colloidal silica is used to adsorb the vapour. Rocco 
thinks this method too fine for ordinary purposes and 
prefers a method based on Beilstein’s experiment. In 
this use was made of the observation that halogen 
derivatives are readily decomposed in a flame, liberating 
halogens, and these in contact in the same flame with 
copper oxide give a bluish-green colour. The author 
uses a lamp similar in design to the Davy lamp, with a 
glass and a coil of copper wire fixed above the burner. 
Alcohol is the fuel. The top of the glass is covered with 
wire mesh so that it can be employed with safety ina 
fairly inflammable concentration of vapour. The colour 
of the flame indicates the amount of leakage at different 
parts of the plant which is to be inspected. The air is 
drawn into the lamp by a tube with wire mesh guard. If 
the contamination of the air is slight the flame has a 
greenish tinge, which corresponds to 0-1 to 5 mg. of 
trichlorethylene per litre; if the flame is blue it indicates 
5 to 20 mg., and if a reddish colour something higher 
than 20 mg. 

In many of the plants examined in Turin a noxious 
concentration of vapour was escaping and spreading into 
surrounding property. Filters have been used impreg- 
nated with almond oil which absorbs the gas; activated 
carbon filters have also been used for the same purpose. 
Some of the workers examined had suffered from head- 
ache, vertigo, and confusion. The author found many 
elementary faults of design which explained some of the 
leakages. All apparatus should be totally enclosed, and 
it is necessary to make the condenser highly efficient to 
prevent loss to the outside air. The use of filters should 
be compulsory in order to protect operatives and the 
public from any vapour which may have passed the 
condensers. G. C. Pether 


Anatomy and Histology 


1470. Further Observations on the Distribution at the 
Level of the Pons of Descending Nerve Fibers Subserving 
Heat Regulating Functions 

A. D. KELLER and J. R. BLatr. American Journal of 
Physiology [Amer. J. Physiol.] 147, 500-508, Nov. 1, 
1946. 4 figs., 7 refs. 


The effects of lesions of the pons on heat regulation 
were studied in four dogs. Hemisection of the midbrain, 
pons, or upper medulla produced no impairment of heat 
regulation. Hemisection of the pons, together. with 
destruction of the medial part of the opposite side of the 
pons at the same level, caused impairment of heat regula- 
tion, of a degree depending on the extent of the lesion. 
When only a little of the opposite medial tissue was 
involved there was only a temporary loss of heat- 
maintenance functions, lasting 6 weeks. More extensive 
lesions caused a permanent loss of heat-maintenance 
ability. Heat-loss functions were the last to be impaired, 
and it was therefore assumed that the fibres subserving 
heat loss have a more lateral distribution in the pons 
than those subserving heat maintenance. In order to 
determine whether the return of heat-maintenance 
functions was due to the activity of a lower centre or to 
recovery of damaged fibres in the neighbourhood of the 
lesion, another hemisection of the pons was performed 
on the opposite side to the original lesion and at a slightly 
different level. This resulted in a permanent loss of 
heat-maintenance ability, and was interpreted as showing 
that the return of heat maintenance after the initial 
operation was due to recovery of fibres near the lesion. 

{It must be noted that only 4 animals were used.] 

R. Barer 


1471. The Golgi Material of the Neurones of the Central 
Nervous System of Sheep Infected with Louping-ill 

R. A. R. Gresson and I. ZLoTNIK. Quarterly Journal of 
Microscopical Science [Quart. J. micr. Sci.] 88, 55-63, 
March, 1947. 16 figs., 9 refs. 


The entry of viruses into susceptible cells has been 
found to be associated with hypertrophy and later 
fragmentation of the Golgi apparatus in the case of the 
epidermal cells of the chick infected with fowl pox, the 
corneal cells of the rabbit infected with vaccinia, the 
nerve cells in rabies, and the connective-tissue cells of 
rabbits with myxomatosis. In louping-ill, a disease of 
sheep which also attacks men, similar changes are 
described by the authors, who write from the Department 
of Zoology in the University of Edinburgh. .At first the 
Golgi material undergoes hypertrophy in the infected 
neurones with a reduction in the number of filamentous 
Golgi elements and a reduction in the amount of Golgi 
substance present in the cell processes. These changes 
are followed by fragmentation. All the neurones are not 
affected equally at the same time. G. M. Findlay 


1472. The Participation of Blood Proteins in the Meta- 
bolism of Tissue Cells 
A. FiscHer. Biological Reviews (Biol. Rev.] 22, 178-194, 
April, 1947. 46 refs. 


This is a review of recent researches, largely those of 
Fischer and his co-workers, on the means by which 
amino-acids produced by the gastro-intestinal digestion 
of ingested proteins are made available to, and utilized 
by, tissue cells. Amino-acids formed by the hydrolysis 
of heterologous proteins in the alimentary tract are 
carried by the blood and lymph to sites of synthesis of 
homologous proteins. It is not known whether all the 
cells of an organism participate in this synthesis or 
whether it is a function of any particular organ or 
organs. However, fibrinogen, which appears to be 
important as a nutritive protein for tissue cells, and 
possibly in connexion with other proteins of blood and 
lymph, is formed in the liver. The circulating homo- 
logous proteins are broken down by tissue cells and used 
in the formation of new protoplasm. 

The importance of particular amino-acids for the 
growth and reproduction of fibroblasts cultured in vitro 
has been studied by supplementing culture media, 
previously dialysed to remove naturally occurring amino- 
acids, with known amino-acids and dialysed embryonic 
extract. Nine amino-acids ((-)-lysine dihydro- 
chloride, /(-)-arginine, (-)-tryptophane, d,/-methio- 
nine, ((—)-histidine monohydrochloride, /—)-glutamic 
acid, ((-)-aspartic acid, K-)-proline, and ((—)-cystine) 
in the proportions obtained by the hydrolysis of fibrino- 
gen (the Bergmann mixture) gave the best results. 
However, the Bergmann mixture is not completely 
adequate in restoring the full nutritive value of the 
medium. Of the amino-acids cystine is indispensable. 
Since the amino-acids required by fibroblasts growing 
in vitro differ qualitatively from those required by the 
whole organism, it is concluded that individual tissue 
cells are not able to synthesize certain amino-acids. 
The latter are formed at special sites in the organism. 

When the prepared incomplete culture medium is 
supplemented by the enzymatic cleavage products of 
homologous proteins the cultured cells grow well. The 
products of pepsin digestion are more effective than those 
obtained by the action of erepsin. However, the pro- 
ducts of erepsin cleavage are more effective than those 
obtained with pepsin when heterologous proteins are 
used. This difference is related to the size of the cleavage 
products and the degree of breaking down necessary in 
either instance. It is not yet possible to restore com- 
pletely the dialysed medium by known supplements. 
Media containing proteins alone do not support growth; 
the simultaneous presence of amino-acids and other — 
unidentified dialysable substances is necessary. 

Tissue cells in general have proteolytic powers in vitro 
although their activity is feeble in comparison with 
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intestinal epithelium cells, pancreatic cells, and malig- 
nant cells. Injected homologous or heterologous 
proteins can be utilized by tissue cells. Blood proteins, 
of which fibrinogen is the most important, function as 
nutrients for fixed tissue cells. The process of adsorption 
of protein molecules on to cell surfaces, where they are 
denatured and broken down, has been followed by means 
of heparin. Protein denaturation increases the binding 
of heparin and decreases its concentration in the medium, 
as measured by the effect on blood coagulation. Proteo- 
lysis at cell surfaces may be due to desmo-enzymes at 
these surfaces and to the activation of the trypsinogen 
of blood by the cells. The presence of amino-acids is 
necessary for this extracellular proteolysis in vitro. 
A. K. Powell 


1473. The Cultivation of Mammalian Liver Cells in 
Large Numbers 

T. N. Harris and S. Harris. Science [Science] 105, 
75-76, Jan. 17, 1946. 3 refs. 


The method described is a modification of the roller- 
tube technique of Gey, and was developed in the course 
of research on infective hepatitis. Fragments of liver 
about 1 mm. in-diameter from a rabbit 7 to 10 days old 
were washed in Gey’s solution and spread out over the 
inner surface of the culture tubes (18 <x 150 mm.), then 
fixed in position by the addition of heparinized rabbit 
plasma. Each tube contained about 60 explants. The 
culture fluid was composed of 40% normal rabbit serum 
and 60% of a modified Gey’s salt solution made up as 
follows. In one litre of double-distilled water the 
following were dissolved in the order given: NaCl— 
8 g., KCIl—0-375 g.; CaCl,—0-275 g., NaHCO,— 
0-25 g., MgCl,—0-6 H,O—0-21 g., NagHPO,—0-12 g., 
KH,PO,—0-025 g., dextrose 1 g., and 3 g. of aspartic 
acid (a stimulant of epithelial growth). Carbon dioxide 
was bubbled through the solution for several minutes 
and then NaOH (N/10) was added until the pH was 7-0. 
The solution was sterilized by filtration through a Seitz 
filter. To each culture tube was added 1-6 ml. of this 
fluid medium. Twice a week it was withdrawn and 
replaced by a similar amount of fresh medium, and once 
a week the plasma coat was patched with fresh plasma. 
Cultures were not maintained longer than 21 days, but 
in the best tubes sheets of liver cells aggregating 7 to 
10 sq. cm. were obtained. R. J. Ludford 


1474. Cytochemical Differentiation between the Pentose 
and Desoxypentose Nucleic Acids in Tissue Sections 
F. K. SAUNDERS. Quarterly Journal of Microscopical 
Science (Quart. J. micros. Sci.] 87, 203-208, 1946. 


The method described involves the use of highly 
purified enzyme preparations. Tissues are fixed by the 
Carnoy or Zenker method or by chilled acetone, dehy- 
drated, and embedded as usual. Bouin or formol 
fixation is less satisfactory. Sections are cut and 
transferred down to water. One slide is incubated at 
56° C. for 1 hour in M/15 acetate-veronal buffer of pH 
6-75, containing 1 mg. of ribonuclease per 100 ml. of 
solution, which has been heated previously to 80° C. for 
10 minutes to destroy residual proteolytic activity. A 


control slide is similarly treated except that no enzyme jg 
present in the solution. The third slide is incubated at 
37° C. for 1 hour in M/40 veronal-acetate buffer of pH 
7-5 containing 1 mg. of desoxyribonuclease per 100 ml, of 
solution, 001% gelatin as protective colloid, and 0-0034y 
magnesium sulphate to activate the enzyme. A contro} 
slide is prepared similarly, except for the absence of the 
enzyme. The treated slides are well washed in distilled 
water, stained in 0-5% celestine blue in acid solution for 
5 to 15 minutes, well washed in running water, stained in 
0:25% pyronin G solution for 30 minutes, rinsed, dried 
with filter paper, transferred to a mixture of 3 parts of 
xylene to 1 of absolute alcohol, cleared in xylene, and 
mounted in neutral balsam. 

The intracellular distribution of the two kinds of nucleic 
acid is ascertained by comparing the enzyme-treated 
sections with their controls. Staining with celestine blue 
indicates the presence of desoxyribonucleic acid and 
staining with pyronin that of the pentose acid. The 
results of the technique are illustrated by reference to the 
Purkinje cells of the guinea-pig. The specificity of the 
reactions is discussed, and it is concluded that the method 
provides a satisfactory means of distinguishing the two 
kinds of nucleic acid in fixed tissues. A. K. Powell 


1475. Evidence for a Mitotic Hormone: Observations on 
the Mitoses of the Embryo-sac of Fritillaria imperialis 
H. H. Dixon. Scientific Proceedings of the Royal Dublin 
Society [Sci. Proc. R. Dublin Soc.) 24, 119-124, 1946. 


Young seeds from the green fruits of Fritillaria 
imperialis were fixed in 95% alcohol and punctured to 
obtain rapid penetration. Fixed seeds were split, the 
embryo sac being cut through almost to the funiculus, 
and the membranous protoplasmic lining of the embryo 
sac dissected out from the nucellus under 50 to 70% 
alcohol. The isolated linings were stained in dilute 
Delafield’s haematoxylin and mounted in balsam. 

Preparations of material from fertilized ovules in the 
early stages of growth show a regular sequence of the 
successive stages of mitosis from the base to the apex of 
the sac. Resting and prophase nuclei are found at the 
base of the sac, while in the middle of the sac aster, 
metaphase, anaphase, and diaster stages are present, 
and dispireme, telophase, and resting nuclei at the apex 
in the proximity of the embryo. This regular arrange- 
ment of mitotic phases is seen during the coenocytic stage 
of development of the sac lining. It suggests that an 
initiating agent of mitosis travels from the position of the 
final stage represented to that of the earliest ones in the 
sequence. As cell walls are laid down the regular 
arrangement of successive mitotic stages disappears. 
The nuclear divisions of completely closed cells in older 
ovules are mutually independent. 

The existence of a mitotic hormone is invoked to 
account for these observations. The location of the 
various mitotic stages is interpreted to indicate that the 
hormone, which appears to be crystalloid in nature, 
diffuses from a region near the apex of the sac, often on 
the side remote from the funiculus, towards the base of 
the sac and inwards towards the chalaza and funiculus. 

A. K. Powell 
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1476. The Effect of Binding of the Abdomen and Thorax 
on Pulmonary Lesions Produced by Explosive Decom- 


w. V. WuiTEHORN, A. LEIN, and F: A. Hitcucock. 
Journal of Aviation Medicine [J. Aviat. Med.) 18, 102-104, 
Feb., 1947. 2 refs. 


Rapid explosive decompression in animals commonly 
uces pulmonary haemorrhages varying widely in 
extent and degree. Greeley and Drury stated that 
binding the abdomen and portions of the thorax gives 
some protection to rats decompressed from 500 to 750 
mm. Hg in 0-003 seconds, suggesting that prevention of 
over-expansion of the lungs is responsible for the protec- 
tion afforded. 

The authors carried out a series of experimental explo- 
sive decompressions over a range of 435 mm. Hg at 
rates of: (1) 33,650 mm. Hg per second and (2) 4,800 
mm. Hg per second. They worked with mongrel dogs 
under “‘ nembutal ” anaesthesia, and recompression was 
begun immediately after the explosion. The animals 
were decompressed in pairs, one being bound and one 
used as a control, and findings were based on macro- 
scopical examination of the lungs after the experiment. In 
a total of 8 experiments the author found that the 
incidence and severity of the pulmonary pathological 
findings were enhanced inthe dogs which had been bound, 
but as the series was small and results were only qualita- 
tive it would be unwarranted to assume that binding 
increases the incidence of lung damage. 

The factors influencing the intrapulmonary pressure 
developed during explosive decompression are given as: 
(1) the rate of decompression of the chamber; (2) the 
rate of decompression of the lungs; (3) the extent of the 
pressure change; (4) the volume of air in the lungs; 
and (5) the amount of expansion of the lungs during and 
immediately after the explosive decompression. Pressure 
equalization between the lungs and outside air with 
explosive decompression occurs by the trachea and by a 
partial increase in lung volume with expansion of the 
thorax. Binding would tend to prevent chest expansion 
and so cause an increase in intrapulmonary pressure. 
The authors suggest, therefore, that the lung damage in 
similar experiments is due not to over-expansion of the 
alveoli, but to sudden application of pressure to the 
alveoli driving them against the thoracic wall. This 
mechanism is the exact opposite of that suggested by 
Zuckerman (Lancet, 1940, 2, 219) who studied blast 
injuries to the chest caused by high explosives. 

It is unlikely that human decompression at rates and 
ranges sufficient to produce similar severe lung damage 
will ever occur without injury to the subject from other 
causes. The present experiments therefore suggest that 
Protective clothing on the principle of tight binding 
would be of no value or even dangerous in the event of 
very sudden rupture of a “ pressurized” aircraft cabin 
at high altitude. F. Latham 
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1477. Studies on Altitude Decompression Sickness. IV. 
Attempts to Avoid Decompression Sickness by Selection 
of Resistant Personnel 

J. S. Gray, H. S. Wicopsky, R. L. MASLAND, and E. L. 
GREEN. Journal of Aviation Medicine [J. Aviat. Med.] 
18, 88-95, Feb., 1947. 1 ref. 


Experiments were carried out to discover whether there 
is significant variation in susceptibility to decompression 
sickness among different individuals and whether the 
individual response is consistent. The possibility is 
discussed of selecting a resistant group by repeated 
decompression of a number of candidates and rejection 
each time of those who develop symptoms. 

Aviation cadets were exposed to three types of chamber 
“ flights ” at intervals of at least a day. (a) Ascent at 
1,500 feet (450 m.) per minute to 35,000 feet (10,500 m.); 
this altitude being maintained for 4 hours. (b) Ascent 
at 4,000 feet (1,200 m.) pér minute to 38,000 feet (11,400 
m.); this altitude being maintained for 3 hours. (c) 
Ascent at 4,000 feet per minute to 35,000 ft.; this altitude 
being maintained for 2 hours, during which exercises 
were performed every 15 minutes The distribution of 
subjects was carried out as follows: 


Number of Subjects 
Type of 
Pi ight Two Three Four Five 
Identical | Identical | Identical | Identical 
Flights Flights Flights Flights 
110 79 50 43 
B 132 23 
43: | | 


Any symptoms which were severe enough to make 
descent necessary before the normal termination of the 
flight constituted a failure. All results were expressed as 
a pass or failure; statistical analysis demonstrated the 
following facts: (1) The results of different types of 
flights were homogeneous. All types of flights were 
therefore combined for subsequent analyses. (2) The 
majority of subjects did not behave consistently, but 
there was a greater consistency among individuals than 
would be expected if all were uniformly susceptible. It 
was therefore concluded that there is some variability 
of individual susceptibility to decompression sickness. 
The differences are quantitative and not qualitative, so 
that the majority of persons develop symptoms on some 
exposures and not on others. (3) Reliability coefficients 
of a single chamber “ flight ” as an index of susceptibility 
are low (0:23 to 0-63). (4) A single chamber “ flight ” 
of a group of candidates, followed by repeated testing of 
those who pass with elimination of all failures, does yield 
a selected group of more highly resistant subjects. The 
method is not very effective, however, and it is costly 
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in terms of personnel eliminated—for example, selection 
on the basis of four “ flights ” reduced the group Suscepti- 
bility to an individual flight from 28% to 17% but at 
the expense of eliminating 46% of the personnel. 

D. McK. Kerslake 


1478. The Increase in Hypoxia Tolerance of Normal 
Men Accompanying the Polycythemia Induced by Trans- 
fusion of Erythrocytes 

N. Pace, E. L. Lozner, W. V. ConsoLazio, G. C. 
Pitts, and L. J. Pecora. American Journal of Physio- 
logy [Amer. J. Physiol.) 148, 152-163, Jan. 1, 1947. 
3 figs., 20 refs. 


Polycythaemia was induced in 5 normal young men by 
the transfusion of suspensions of compatible erythrocytes 
in glucose-saline solution. The effect of the transfusion 
was studied by measurement of the pulse rate in states of 
rest, moderate exercise, and recovery of the 5 transfused 
men subjected to lowered oxygen tensions. Five controls 
who received transfusions of glucose-saline solution only 
were similarly observed. Values for blood oxygen 
capacity, arterial oxygen content, plasma carbon dioxide 
and pH, alveolar carbon dioxide and oxygen pressures, 
reticulocyte counts, and respiratory rates in both groups 
are given. The authors stress the beneficial effect of the 
erythrocyte transfusion as evidenced by a fall in the 
exercise pulse rate in the week following the transfusion— 
for example, the erythrocyte-transfused group at a 
simulated altitude of 15,500 feet gave the pulse-rate 
response of a normal group at 10,300 feet. 

E. F. McCarthy 


1479. The Lipotropic Effect of N’-Methylnicotinamide 
V. A. Nayar and I. M. Ratcuirre. Bulletin of the 
Johns Hopkins Hospital (Bull. Johns Hopk. Hosp.) 80, 
142-148, Feb., 1947. 1 fig., 20 refs. 


N’-Methylnicotinamide is a normal constituent of 
tissues and body fluids. There is some experimental 
evidence that this methylated product of nicotinamide 
metabolism has a lipotropic effect. The authors have 
performed some feeding experiments on rats with diets 
supplemented with N’-methylnicotinamide chloride. 
They concluded that N’-methylnicotinamide had some 
lipotropic activity on liver fat, and that this activity 
depended on the amount of N’-methyinicotinamide 
chloride added to the diet and on the quantity of glyco- 
cyamine administered to the rats. The mechanism of 
this lipotropic activity is so far unknown. N’-methyl- 
nicotinamide does not possess an antinicotinamide action 
and does not act by producing a vitamin deficiency. 

A. I. Suchecki 


1480. Plasma Levels and Urinary Excretion of Ascorbic 
Acid in Women During the Menstrual Cycle 

H. M. Hauck. Journal of Nutrition (J. Nutrit.] 33, 
511-515, May 10, 1947. 7 refs. 


Previous reports on variations in the urinary excretion 
of ascorbic acid and in fasting values of ascorbic acid in 
plasma in relation to the menstrual cycle are not in agree- 
ment. In. the present investigation 10 women were 
studied during 1 or more periods of from 4 to 6 weeks, 
that is, enough to include 1 menstrual cycle. In all 


data were available for 30 menstrual periods. In 19 
cases, 2 menstrual periods occurred ig the course of an 
experiment so that the urinary excretion and the plasma 
ascorbic acid values could be noted for the midpoint of 
the cycle. Details of experimental procedure and diet 
are reported elsewhere. All experiments began with 
a period of high intake of ascorbic acid to ensure satura. 
tion. When a menstrual period occurred at the begin. 
ning or end of an experiment values for those days 
during the pre-saturation or re-saturation periods were 
not included; hence, all values considered were for days 
or periods on a constant level of intake. 

The following data are summarized in respect of each 
subject: (1) Level of intake in mg. (2) Week of experi- 
ment in which menstrual period started. (3) Ascorbic 
acid in urine in mg.: (a) mean, with standard deviation, 
for experimental period; (6) value for day before men- 
strual period; (c) value for first day of menstrual period; 
(d) mean for menstrual period; (e) value for midpoint 
of menstrual cycle; (f) value for week of experimental 
period in which midpoint of menstrual cycle occurred, 
(4) Plasma ascorbic acid values in mg. per 100 ml: 
(a) mean, with standard deviation, for experimental 
period; (5) value for midpoint of menstrual cycle. 

After the preliminary saturation there was a drop in 
urinary excretion and plasma acid value during the 
experimental period. The findings show few marked 
variations from the mean urinary excretion value, 
whether for the day before a menstrual period, for the 
first day of a menstrual period, for the entire menstrual 
period, or for the midpoint of the menstrual cycle, 
Further, most instances in which the values related to the 
menstrual period differed from the mean by more than 
the standard deviation occurred towards the beginning 
or end of the experiment, and the differences might be 
accounted for by the downward trend. Variations noted 
were not consistently in one direction. Equally great 
variations have been noted in excretion values for male 
subjects in the same laboratory. Of ten plasma ascorbic 
acid values obtained at the midpoint of the menstrual 
cycle for 8 women, only 1 differed from the mean for the 
experiment by more than the standard deviation. Inno 
case was there an unusual ascorbic acid excretion at the 
midpoint of the menstrual cycle. 

Thus no evidence was found of unusual variability in 
either urinary excretion of ascorbic acid or fasting plasma 
ascorbic acid value associated with the menstrual cycle. 

Joseph Parness 


1481. A Comparison of the Nutritive Value of the Pro- 
teins in Mixed Diets for Dogs, Rats, and Human Beings 
D. M. Hecstep, V. Kent, A. G. Tsonaas, and F. J. 
Stare. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.) 32, 403-409, April, 1947. 9 refs. 


Several diets, previously studied with human subjects, 
were given to dogs and rats; the figures obtained for 
digestibility and biological values in these species were 
compared with those reported for man. 

Ten dogs were fed on a nitrogen-free diet of the follow- 
ing composition: sucrose 83°, cottonseed oil 9°%, salt 
mixture 4%, and cod-liver oil 2%. Crystalline vitamins 
were added to supply 200 yg. thiamine chloride, 400 pug. 
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riboflavine, 200 xg. pyridoxine, 1-5 mg. pantothenic acid, 
9-5 mg. nicotinic acid, and 100 mg. choline per 100 g. of 
diet. The animals received this diet for periods of 10 to 
20 days in amounts sufficient to supply 80 calories per 
kilo body weight. When the protein supplements were 
added the amount of the nitrogen-free diet was decreased 
proportionately to keep the calorie intake approximately 
constant. For the first week following the nitrogen-free 
diet, an all-vegetable diet was given, and this was suc- 
ceeded by a week with meat added to the diet. For the 
third week the vegetable diet was given at a new level, and 
for the fourth the meat diet at the same level as before. 
The amount of supplement contained from 0-5 to 1°8 g. 
of nitrogen per dog per day. The composition of the 
all-vegetable diet was as follows: 50% of the protein 
from white bread, 7-6% from corn meal, 4-4°% from rice, 
133% from potatoes, 16-3% from other vegetables, and 
§-4% from fruits. 

In the experiments with rats the nitrogen-free diet was 
composed of sucrose 84%, corn oil 10%, salts 4%, cod- 
liver oil 2°%, and vitamins at the same levels as in the diet 
for dogs. 

The results for dogs showed an increase in digestibility 
and biological value of about 10% by the inclusion of 
meat in the diet. In the case of adult rats the addition of 
meat did not improve digestibility, but the biological value 
was improved by 10%; young growing rats reacted in 
the same way as adult rats. Results obtained from simi- 
lar experiments with human subjects are also shown (the 
details having been given in a previous paper: J. Lab. 
clin. Med., 1946, 31, 261), from which it is seen that man 
and the rat react in nearly identical manner to the addition 
of meat to the diet. R. B. Lucas 


1482. Further Localization and Analysis of Adrenergic 
Synaptic Inhibition 

A. S. MARRAzzI and R. N. MArRrRAzzi. Journal of 
Neurophysiology [J. Neurophysiol.) 10, 167-178, May, 
1947. 17 refs. 


It was previously observed that adrenaline inhibited 
transmission in the superior cervical sympathetic gan- 
glion. This suggested the possibility of similar effects 
being produced at other sympathetic ganglia, the exis- 
tence of specific adrenergic inhibitory fibres synapsing 
with specific inhibitory receptors on the somata of post- 
synaptic nerves being postulated. In further experiments 
cats under ‘‘nembutal”’ anaesthesia were used, fluid, non- 


polarized electrodes being employed for excitation of , 


pre-ganglionic fibres, while the action potentials of post- 


' synaptic fibres were recorded by an oscillograph. The 


inhibitory action of adrenaline is on the synapse and not 
on sympathetic fibres. The initial effect of inhibition is 
not preceded by facilitation. The action is interpreted 
as a primary mechanism reciprocating with the cholin- 
ergic excitatory mechanism of sympathetic synapses. A 
post-inhibitory facilitation is described and interpreted as 
a secondary event comparable with the “ rebound” 
phenomenon, in the production of which the ganglionic 
ischaemia due to adrenaline may play a part. The 
synaptic inhibitory action of adrenaline is demonstrated 
in all types of sympathetic ganglia, and is therefore 
regarded as a general one on adrenergic neuro-neuronal 


inhibitory junctions. This enhances its importance as a 
potential physiological mechanism that could participate 
in synaptic transmission and constitute the basis for a 
** self-limiting homeostatic mechanism”. The synaptic 
action of adrenaline can play only a protective part in 
circulatory shock. D. T. Barry 


1483. Acetylcholine and Neuro-muscular Transmission 
M. FILLENZ and M. HAanarin. Journal of Neuro- 
physiology [J. Neurophysiol.] 10, 189-195, May, 1947. 
3 figs., 22 refs. 


When acetylcholine is applied to the neuromuscular 
junction in conditions which prevent its rapid removal 
stimulation occurs with frequent impulses; this phase is 
gradually replaced by inexcitability at the end-plates, 
which fail to respond either to acetylcholine or to nerve 
stimulation. In the present experiments the frog’s 
isolated sartorius was soaked in curarine or eserine or 
prostigmin followed by acetylcholine, or in acetyl- 
choline alone, and transmission was then tested. Com- 
plete block of neuromuscular impulses was produced by 
soaking in acetylcholine, 1 in 500,000, in the presence of 
1 in 100,000 prostigmin. In this condition a nerve 
impulse still set up an end-plate potential (e.p.p.). With 
conditions just critical for neuromuscular block the 
acetylcholine e.p.p. is somewhat larger than the “ curar- 
ine end-plate potential ” and has a time course like that 
of “ curarine-prostigmin end-plate potential.” Acetyl- 
choline percolates slowly in the soaking process, and is 
much less effectively protected from breakdown by eser- 
ine than by prostigmin. Acetylcholine depresses both 
nerve to end-plate and end-plate to muscle transmission 
phases. The size of the e.p.p. is an index of the effective- 
ness of nerve to end-plate transmission, the end-plate to 
muscle impulses being blocked. D. T. Barry 


1484. Cytochemical Effects of Oestradiol 
R. Jeener. Naéture (Nature, Lond.] 159, 578, April 26, 
1947. 1 fig., 9 refs. 


Twenty-four hours after the injection of 10 mg. of 
oestradiol into a mouse, ovariectomized 1 month pre- 
viously, the proliferating cells of the vaginal wall exhibit 
a considerable increase in alkaline phosphatase in their 
cytoplasm (Gomori’s technique). This histological 
demonstration was confirmed by determination of 
phosphatase activity in vaginal extracts. The increased 
alkaline-phosphatase activity is accompanied by a 
marked increase in cytoplasmic ribonucleic acid, as 
shown by Brachet’s method and confirmed by estimations 
according to Schneider’s technique. A corresponding 
increase in alkaline-phosphatase activity occurs also in 
the uterus, principally in the circular muscle layer. Here 
also there is an increased concentration of ribonucleic 
acid. These observations support the view that an 
increase in alkaline-phosphatase activity is associated 
with the synthesis of fibrous proteins. Keratinization 
is rapidly induced in the vaginal wall by oestradiol, and 
preliminary data lead to the assumption that myosin 
synthesis occurs in the uterus under the same conditions. 
Attention is directed to the similarity of the action of 
oestradiol on vaginal and uterine phosphatase and that 
of androgens on the prostate. R.J.Ludford . 
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1485. Effect of Various Drugs Upon Vestibulo-vasomotor 
Reactions. [In English] 

M. J. OppeNHeIMeR and E. A. SpreGeL. Archives 
Internationales de Pharmacodynamie et de Thérapie 
[Arch. int. Pharmacodyn.] 73, 344-354, Feb. 1, 1947. 
2 figs., 2 refs. 


The reaction of the systemic blood pressure to laby- 
rinthine stimulation by rotation was studied in 29 
anaesthetized or decerebrate dogs and cats. Under these 
conditions the reaction was either depressor or multi- 
phasic. 

Neosynephrin hydrochloride, d-amphetamine sulphate, 
“ paredrine ” hydrobromide, paredrinol sulphate, pro- 
padrine, pituitrin, pitressin, ergotamine tartrate, and 
nicotinic acid when given by intravenous injection 
prevented, diminished, or reversed the depressor effect 
of labyrinthine stimulation. Ergonovine lactate, caffeine 
sodio-benzoate, bulbocapnine hydrochloride, hypertonic 
saline, and procaine had no effect on the reaction. 
Strychnine and atropine increased it; scopolamine 
hydrochloride either increased it or had no effect. The 
effect of the vasoconstrictor drugs on the reaction per- 
sisted for a variable time after their pressor effect had 
passed off. Pressor effects produced in other ways, 
such as by the intravenous injection of hypertonic saline 
or intracisternal injection of potassium phosphate, failed 
to prevent the reaction. All the vasoconstrictor drugs 
inhibiting the reaction, except neosynephrin and ergot- 
amine, showed tachyphylaxis. H. M. Adam 


1486. Circulatory Properties of iso-Thioureas, Guani- 
dines, iso-Ureas and Amidines 

F. N. Fastier and F. H. Smirk. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.) 89, 256- 
270, March, 1947. 5 figs., 27 refs. 


1487. Measurements of the Electrical Activity of Cholin- 
ergic, Adrenergic and Anti-convulsant Drugs. [In Eng- 
lish] 

T. C. Barnes and I. Mauer. Archives Internationales 
de Pharmacodynamie et de Thérapie [Arch. int. Pharma- 
codyn.} 73, 386-391, Feb. 1, 1947. 1 fig., 14 refs. 


This is a study of phase-boundary potentials in which 
an oily layer represents a neurone and an aqueous 
solution a tissue fluid. The electrical activity is measured 
in millivolts. Thus, electrical conditions believed to 
occur in the brain are set up in a physico-chemical model. 
This model has been used to test various drugs of known 
pharmacological action for their electrical activity at the 
phase-boundary. The activity may be either positive 
or negative or zero. Anticonvulsant drugs, such as 
phenobarbitone and “ dilantin” (phenytoin sodium), 
have enough positive phase-boundary potential to 
neutralize the negative potential of acetylcholine. 


Paredrine and amphetamine both have. a negative 
phase-boundary potential, but that of amphetamine js 
three times larger. Prostigmin generates a negative 
potential higher than that of any other drug so far 
studied. “ Tridione” electrically inactive. The 
authors suggest that the electrical activity of these drugs 
may be correlated with their pharmacological action. 
H. M. Adam 


1488. Resistance of the Sphincter of Oddi. TI. Effect of 
Nicotine, Lobeline, and Curare. (La resistencia del 
esfinter de Oddi. II. Accién de la nicotina, lobelina y 
curare) - 

M. Royer and F. J. MANFREDI. Revista de la Sociedad 
Argentina de Biologia [Rev. Soc. argent. Biol. 22, 
309-313, July—Dec., 1946. 5 figs., 1 ref. 


The action of these drugs, which inhibit autonomic 
ganglia, was investigated with reference to their effect on 
the tone of the sphincter of Oddi. Dogs were used as 
experimental animals, a catheter being introduced into the 
common bile duct and a duodenal stoma made. The 
animals were not anaesthetized, however, during the 
observations, and their restlessness hampered the 
recording of results. 

Nicotine, which at first stimulates and then paralyses 
ganglia, was injected intravenously, and after 3 to § 
minutes a rapid fall in sphincter tone was noted. Ina 
dog of 10 kg. an injection of 20 mg. caused excitement 
and convulsions, with marked sphincter relaxation. 
The minimal dose for an animal of this weight was 2 to 
3 mg.; with 5 mg. a fall in pressure of 7 to 8 cm. (water) 
was seen. With subcutaneous injection the fall in tone 
was more gradual. The action of nicotine resembles 
that of choline esters, but is greater; the action of the 
latter-is to be the subject of further study. 

Lobeline, in spite of the resemblance to nicotine in its 
action on ganglia, had a diametrically opposite effect on 
the sphincter; injections of 1-5 to 2 mg. in dogs of 10 kg. 
produced no relaxation and in some caused increase in 
tone. 

Curare, the inhibiting effect of which is more marked 

“on skeletal muscle than on autonomic ganglia, caused 


considerable fall in sphincter tone; an injection of 20 | 


units in a dog of 10 kg. resulted in an abrupt fall in 
sphincter tone in 2 to 3 minutes. A considerable flow of 
bile was seen through the duodenal stoma; this had not 
usually occurred with nicotine or lobeline. The minimal 
dose required to obtain these results in a 10-kg. dog was 
10 units. J. J. Keevil 


1489. A New Analgesic, AN-148: Preliminary Report 
A. A. GENTLING and J. S. Lunpy. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo clin.) 22, 
249-251, June 25, 1947. 
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1490. Anesthesia. XXIV. The Effect of Cholesterol 
on Pentothal and Ether Anesthesia 

de Camp B. Farson, C. J. Carr, and J. C. KRaAnrz. 
Journal of Pharmacology and Experimental Therapeutics 
(J. Pharmacol.} 89, 222-226, March, 1947. 7 refs. 


The authors prefer the term anaesthesia to “ sleep ” to 
denote the condition studied in their animals. The 
return of the righting reflex is taken as the end-point of 
anaesthesia, which corresponds to a light surgical 
anaesthesia. Previous intravenous injection into 30 
rabbits of 2:5 ml. per kilo of 2% cholesterol suspension 
in 25% “‘carbowax” solution increased almost threefold 
the duration of anaesthesia due to 0-4 ml. per kilo of 
“ pentothal sodium” solution. A _ significant 
increase in duration of anaesthesia (mean+ 153-3%) 

was also observed in 9 dogs, the cholesterol being given 
ieaeabealonanii, 2-4 ml. per kilo of 12-5% suspension in 
6% acacia solution, 40 minutes before pentothal. Chol- 
esterol also significantly increased the duration of anaes- 
thesia due to subcutaneous injection of ether [dose not 
stated] in 39 control and 28 test rabbits, but induction 
time was not significantly altered. The volumes of ether 
required to cause anaesthesia and respiratory arrest were 
determined in 16 dogs before and after intraperitoneal 
injection of cholesterol, but no difference was found. 
The ratio of the two volumes (anaesthetic index) was also 
unchanged. In mice (57 controls, 45 test animals) 
exposed to a concentration of 2 millimols per litre of 
ether in a 2-2 litre jar, induction time was significantly 
increased by intraperitoneal injection of 2 mg. chol- 
esterol in 0-2 ml. of 6% acacia solution 40 minutes earlier. 
It is suggested that this action of cholesterol is due to the 
added central depression which this steroid causes, 
incorrectly termed anaesthesia by others. 

Derek R. Wood 


1491. The Toxicity and Analgesic Potency of Salicyl- 
amide and Certain of its Derivatives as Compared with 
Established Analgetic-antipyretic Drugs 

E.R. Hart. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 89, 205-209, March, 1947. 
7 refs. 


Salicylamide, o- and N-acetyl salicylamide, and the 
bromo- and diiodo- derivatives of salicylamide have been 
compared pharmacologically with sodium salicylate, 
acetylsalicylic acid, phenazone, amidopyrine, acetanilide, 
and phenacetin. Acute toxicity of salicylamide and its 
derivatives when given by mouth is very similar to that of 
any of the common analgesics, although chronic toxicity 
in rats is less. Rabbits also tolerate relatively high single 
doses of salicylamide; this finding may possibly have 
been due to inadequate absorption. Analgesic potency 
was measured by a modification of the D’Amour and 
Smith thermal method. The rat’s tail is first exposed to 
an indefinitely tolerated warmth before the painful 
stimulus is applied. It is thought that this increases the 
reliability of the results by eliminating premature response 
to the heat stimulus. An increase of at least two seconds 
in the response time is regarded as indicating analgesia. 
The dose of substance required to produce analgesia in 


50% of animals is called the ““ AD 50”, and is obtained 
by a graphical approximation. Salicylamide and _ its 
derivatives have an AD 50 of 0-06 to 0-13 g. per kilo 
compared with 0-13, 0-18, and 0-35 g. per kilo for sodium 
salicylate, acetanilide, and acetylsalicylic acid respec- 
tively; they are considered to be at least as good as the 
established analgesics. All substances were given by 
stomach tube in 5 or 10% aqueous suspension. 
Derek R. Wood 


1492. The Pharmacology of Benzylimidazoline (Priscol) 
R. P. AHLQuisT, R. A. HuGoins, and R. A. Woopsury. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 89, 271-288, March, 1947. 10 figs., 26 
refs. 


“* Priscol ”’ may be regarded as a derivative either of 
histamine or of phenylethylamine. Its formula is: 


H 
—CH; 


The authors report experimental work on its actions 
on the circulation, uterus, and intestine. Though 
primarily a sympathomimetic agent it also has some 
adrenolytic activity; it can antagonize the pressor effect 
of sympathomimetic amines, and it possesses histamine- 
like actions on some tissues and acetylcholine-like 
actions on others. In the unanaesthetized cat doses of 
1 to 50 mg. of priscol usually caused a fall in blood © 
pressure, but in 9 of 20 anaesthetized dogs there was a 
pressor response, especially after the larger doses. In 
man after oral doses of 25 to 50 mg. there was often a 
slight rise in blood pressure of 20 mm. Hg, with increased 
pulse pressure, symptoms of peripheral dilatation, and 
occasionally an increase in heart rate. There was no 
vasoconstriction in dogs after priscol; the pressor effect 
could not, therefore, be due to the preponderance of 
vasoconstriction in some area over vasodilatation in the 
skin. Cardiac output in dogs was increased by priscol, 
while in the isolated dog or cat heart priscol caused. 
increased rate and amplitude of beat and increased 
coronary flow. The net effect of priscol on the blood 
pressure of the dog, cat, and probably man, is the 
algebraic sum of peripheral vasodilatation and increased 
cardiac output. The result is usually a pressor response 
in dogs and the reverse in cats. Priscol potentiated the 
action of adrenaline on the isolated heart. In the 
rabbit the circulatory effect of priscol resembled that of 
histamine. The isolated heart showed coronary con- 
striction and reduced amplitude and rate of beat. This 
effect and the cardiac slowing after small doses of priscol 
in the intact rabbit were abolished by atropine. The 
more marked cardiac depression due to larger doses of 
priscol could only be completely prevented by ephedrine 
or adrenaline; in the presence of the latter, priscol 
caused cardiac stimulation and coronary dilatation. In 
the whole rabbit the effect of priscol was a peripheral 
vasoconstriction comparable to that due to histamine in 
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the same animal, so that blood pressure rose. Priscol 

also had adrenolytic activity and abolished the pressor 
action of sympathomimetic amines, leaving unchanged 
any previously masked depressor action. The action of 
other pressor substances was not affected. Priscol 
blocked the stimulant action of adrenaline on isolated 
rabbit uterus and on the intact pregnant uterus of the 
dog, but the inhibitory action of adrenaline remained. 
The relaxation of the virgin cat uterus by adrenaline was 
not altered by priscol, and it only slightly reduced the 
inhibition by adrenaline of isolated rabbit and guinea-pig 
intestine. The stimulant effect of priscol on the intestine 
of the intact animal was prevented by atropine, but not 
the stimulation of the isolated gut, where the action 
appears to be like that of histamine. An inhibitory 
effect was seen before the stimulation in isolated intestine 
or after the stimulation in intact intestine. Stimulation 
by priscol of isolated or intact uterus was not affected by 
atropine, and this, too, appears to be a histamine-like 
action. 

It is clear that although priscol is a useful pharmaco- 
logical tool, its possible therapeutic use as a vasodilator 
‘may be influenced by its side-actions on the heart, 
intestine, and uterus. Derek R. Wood 


1493. Comparative Activity of Various Antihistaminic 
Substances Towards the Vasodepressor Response to 
Histamine 

D. F. MarsH and A. J. Davis. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 89, 
234-246, March, 1947. 5 figs., 21 refs. 


Quantitative comparisons of the activity of some 
antihistamine agents in antagonizing the vasodepressor 
effects of histamine have been made in the dog anaesthe- 
tized with barbitone. Compounds under test included 
929 F and its ether homologue, “* benadryl’; “ anter- 
gan” and 1571 F and the pyridine analogue, “‘ pyri- 
benzamine”’ ; 0-2,315 (diethylaminoethyl phenyl-«- 
thienylglycolate), and related compounds. The effects 
of the most active compounds, benadryl, 0-2,315, and 
pyribenzamine were also compared in cats, rabbits, rats, 
and guinea-pigs. All the animals were anaesthetized 
with sodium barbitone intraperitoneally (350 mg. per 
kilo). 

In dogs test doses of 1, 2, 5, and 10 mg. of histamine 
per kilo were injected intravenously before and after 
doses of 10-®, 1010-5 (total 1-5 10-5), and 
3-5 10-5 (total 5-0 10-5) mols per kilo of the anta- 
gonist. If the largest dose of antagonist was tolerated, 
100 and 1,000 ug. histamine per kilo was also injected. 
After 5x 10-5 mols per kilo of benadryl, antergan, and 
0-2,315, doses of 250, 200, and 500 yg. of histamine 
were needed to reproduce the original effect of 5 yug., 
of histamine. This dose of pyribenzamine caused a 
prolonged fall in blood pressure. The acetate corre- 
sponding to 0-2,315 had little effect. In rabbits it was 
difficult to differentiate between the activity of benadryl, 
pyribenzamine, and 0—2,315 in doses of 0-5 and 1-5 x 10-5 
mols per kilo, which antagonized the initial rise and later 
fall in blood pressure due to histamine. The antihist- 
amines themselves caused vasodilatation and considerable 
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myocardial damage in the larger dose. In rats doses of 
the agents of 1x10-* mols per kilo were of equal 
activity, although the dose of pyribenzamine was aboye 
the LD 50. In guinea-pigs benadryl and 0-2315 
(5x10-§ mols per kilo) certainly antagonized the 
vasodepressor effect of 1-7 mg. per kilo of histamine 
phosphate and also protected the heart from the action 
of histamine. In cats the pulmonary arterial vaso. 
constriction produced by histamine was’ measured by 
recording the pressure in the right ventricle. A dose of 
antagonist of 2 10~° mols per kilo abolished the effect 
of 200 yg. per kilo of histamine on the pulmonary arteries 
but only partly antagonized the fall in systemic blood 
pressure. Similar but incomplete antagonism was 
observed after pyribenzamine in one rabbit in which 
left and right intraventricular pressures were satisfac- 
torily recorded. 

The molecular ratio of antihistamine to histamine 
necessary for antagonism of vascular effects is of the 
order of 100 or 1,000 to 1, compared with the 1 to 1, 
or even | to 5, ratio for antagonism of the effect of 
histamine on guinea-pig ileum. Although the competitive 
inhibition theory of Wells. et al. is the most attractive 
explanation of the mode of action of the antihistamines, 
the authors find the above facts disturbing. The most 
active members of the three series considered are di- 
methylaminoethyl compounds but the other halves of the 
compounds differ widely. The advantage of 0-2,315 
is that it is relatively non-toxic and has very little side- 
action, such as potentiation of adrenaline. 

Derek R. Wood 


1494. Pharmacological Properties of Antihistamine 
Drugs, Benadryl, Pyribenzamine, and Neoantergan 

T. R. SHerrop, E. R. Loew, and H. F. SCHLOEMER, 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 89, 247-255, March, 1947. 2 figs., 29 
refs. ; 


In bitches anaesthetized with pentobarbitone sodium 
all three antihistamine substances, “ benadryl”, pyri- 
benzamine ”, and “‘ neoantergan ’’, in a dose of 3 mg. 
per kilo were approximately equally active in diminishing 
the average depressor action of 5 yg. per kilo of histamine 
diphosphate on the blood pressure, but only benadryl 
affected the vasodepression due to 2-5 to 5 yg. per 
kilo of acetylcholine. 

The potentiation of the pressor effect of 5 yg. per kilo 
of adrenaline by any of the three substances was not due 
to an atropine-like action on the vagus, since it still 
occurred in 4 atropinized and 4 vagotomized dogs. 
Although all three substances antagonized the spasm of 
duodenal muscle due to histamine, neoantergan and 
pyribenzamine themselves increased the normal duodenal 
tone and movements, while benadryl inhibited them. 
Similarly in the uterus in situ, histamine contractions 
were inhibited by all three drugs, but while benadryl 
had no action alone the other two substances stimulated 
uterine contractions. [From tracings presented it is 


seen that benadryl and pyribenzamine also stimulate — 


respiration, though this fact is not mentioned in the 
text.] In reducing the mortality of groups of 20 guinea- 
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ANTIBIOTICS 


pigs exposed to atomized histamine, néoantergan was 
twenty times as potent as benadryl and four times as 
tent as pyribenzamine, though the acute toxicities of 
the three substances in mice were closely similar. It is 
considered that the homologous neoantergan and 
pyribenzamine have a more specific antihistamine action 
than benadryl, which also possesses considerable atropine- 
like spasmolytic activity. Derek R. Wood 


ANTIBIOTICS 


1495. The Action of Filtrates from Cultures of Bacillus” 
subtilis, Penicillium notatum, and Actinomyces 
griseus on the Toxins of Pasteurella pestis. (De 
l'influence sur la toxine pesteuse des filtrats de culture de 
B. subtilis, de Penicillium notatum, @ Actinomyces griseus) 
G. Ramon, G. GIRARD, and R. RicHou. Comptes 
Rendus de l’ Académie des Sciences [C.R. Acad. Sci. 

Paris| 224, 1259-1261, May 5, 1947. 3 refs. : 


Filtrates from cultures of Penicillium notatum and 
Actinomyces griseus neutralize the toxins of the plague 
bacillus in vivo. Filtrates from cultures of Bacillus 


subtilis have only a very slight action. G. M. Findlay 


1496. Continuous Injection of Penicillin. The Secundera- 
bad Apparatus 

J. H. Bowie and M. D. Borcar. Lancet [Lancet] 1, 
477-480, April 12, 1947. 3 figs., 7 refs. 


An apparatus for the continuous injection of penicillin 
is described. It was used at a war-wound research 
centre in India where the cases treated were mainly 
unhealed compound fractures of the femur. The average 
period between wounding and admission of the patient to 
the centre was 3 months. 


The apparatus consists of a 2-ml. syringe mounted on a 
small aluminium base plate, and retained in position ~ 4 
clasps. The plate is secured to the patient’s skin wit 
“ elastoplast ’’, Arranged on the base plate, in line with the 
syringe, is a lead-screw, which engages a screw-threaded hole 
in the centre of a sliding block. The block is supported by, 
and slides along, two guides which transfix the block and lie 
parallel to the lead-screw. The block is moved away from 
or towards the syringe by clockwise or anti-clockwise 
rotation of the lead-screw. The enlarged rear end of the 
piston rod is clasped in a recess in the sliding block. The to- 
and-fro movement of the sliding block is communicated 
through a hollow rx rod to the piston block in the syringe 
barrel. The pitch of the thread is such that twenty-four 
complete revoiutions of the screw cause the piston to move up 
or down the syringe barrel a distance of 33 mm., effecting 


complete charge or discharge of the 2-ml. injection syringe. 


A plastic removable cover is fitted to the apparatus. 


The lead-screw is rotated by an alternating-current 
electric motor acting through a flexible drive in th@form 
of a motor-car speedometer cable in a flexible plastic 
sheath. The inner cable is attached to the lead-screw by 
inserting its square end into a square hole at the rear end 
of the lead-screw; the outer cover cable is attached to the 
base plate with a thumb-screw. Both inner and outer 
cables are therefore readily detachable. Before the 
injection can start, sufficient torque must be built up in 
the inner cable; this occupies several minutes. Between 
the motor and the flexible drive cable a reduction gear- 
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ing system is interposed to produce 24 revolutions in 
24 hours in the lead-screw on the base plate; it thus 
takes a day to empty the syringe. To recharge the 
syringe, rotation of the flexible drive is performed by 
hand with a gramophone winding handle, after dis- 
connecting the reduction gearing and motor from the 
flexible drive with a clutch. Owing to the slow advance 
of the piston during injection of 2 ml. in 24 hours the 
liquid in the syringe tends to leak past the piston, and a 
device is fitted to obviate this leakage. 

The end of the syringe to which the needle is not 
attached is closed with a small pledget of wool inserted 
between the inner surface of the barrel and the piston 
rod; this maintains sterility inside the syringe during 
the daily excursions of the piston. The wool is kept in 
position with a cap, which fits over the syringe barrel and 
is enclosed by the rear clasp retaining the syringe on the 
plate. The end of the syringe to which the needle is 
attached is provided with two exit openings controlled 
with a three-way tap. One opening forms an adapter 
for the nozzle of a second syringe, with which the 
injection syringe can be automatically recharged by 
twenty-four manual rotations of the lead-screw through 
the flexible drive. The second opening from the injec- 
tion syringé forms the concavity into which the bulbous 
end of the special injection needle is clamped with a 
retaining nut; the joint is similar to the fixation mechan- 
ism in dental syringes. An intermediate portion of the 
needle is coiled like a delicate spring to impart flexibility to 
it. The needle can be suitably shaped for intramuscular, 
subcutaneous, or intravenous injection. 

The site of injection is changed every 4 or 5 days; the 
small volume (2 ml. in 24 hours) in which the penicillin 
is injected reduces the pain and local oedema and the 
deterioration of the penicillin at room temperature. 
Geoffrey McComas 


1497. Studies on the Action of Penicillin on Some Rod- 
shaped, Penicillinase-producing Bacteria. [In English] 
K. R. Eriksen. Acta Pathologica et Microbiologica 
Scandinavica {Acta path. microbiol. scand.] 23, 489-497, 
1946. 5 figs., 10 refs. 


The action of penicillin on Bacillus anthracis and para- 
colon organisms was investigated by the direct examina- 
tion of organisms growing on agar containing various 
concentrations of penicillin. Photographs are repro- 
duced showing lysis of the organisms, preceded by 
growth and swelling in the presence of lower concentra- 
tions of penicillin. D. J. Bauer 


1498. Intrathecal Penicillin 

J. R. REULING and C. CRAMER. Journal of the American 
Medical Association [J. Amer. med. Ass.) 134, 16-18, 
May 3, 1947. 16 refs. 


A case is reported of a patient suffering from meningo- 
coccal meningitis who received by error a single massive 
dose of 500,000 units of penicillin intrathecally. During 
the succeeding few hours ten generalized clonic convul- 
sions occurred after which recovery was rapid and the 
convalescence uneventful. In the light of this case the 
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authors discussed the wisdom of giving large amounts of 
penicillin intrathecally. They suggest that doses of from 
50,000 to 100,000 units may often be given in this way 
with benefit to critically ill patients, and that the dosage 
usually recommended by British workers of from 10,000 
to 20,000 units is unduly conservative. D. M. Dunlop 


1499. Induced Resistance to Penicillin in Pneumococci 
and Streptococci. [In English] 

K. R. Eriksen. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.] 23, 498-511, 
1946. 1 fig., 7 refs. 


Resistance was developed in ten strains of pneumo- 
coccus by sub-culturing them in medium containing 
penicillin. The degree of resistance produced was never 
high, and was more difficult to obtain than with staphylo- 
cocci. It attained a maximum after about fifteen sub- 
cultures. When the strains were passaged through mice 
normal virulence was soon regained. Six strains of 
Streptococcus pyogenes were also tested; after one month 
in subculture an increase in resistance of up to 400 times 
was obtained, while virulence and haemolytic activity 
had been lost. D. J. Bauer 


1500. Effect of Streptomycin Concentrates on the Gastric 
Secretion of the Dog. [In English] 

P. J. CRITTENDEN. Archives Internationales de Pharma- 
codynamie [Arch. int. pharmacodyn.] 73, 178-188, Dec. 1, 
1946, 2 figs., 5 refs. 


Streptomycin containing histamine-like impurities 
injected subcutaneously stimulates the secretion of 
hydrochloric acid by the stomach. This effect is inhibited 
by previous injections of atropine and by incubation of 
the streptomycin with histaminase. Streptomycin itself 
depresses the effect of histamine on. gastric secretion. 
The gastric juice obtained after the injection of strepto- 
mycin containing histamine-like substances has anti- 
bacterial properties. G. A. H. Buttle 


1501. A Mechanism for the Development of Resistance 
to Streptomycin and Penicillin 

M. Kein. Journal of Bacteriology {J. Bact.) 53, 463- 
467, April, 1947. 4 refs. 


The actual number of bacteria employed was found 
to play an important part in determining the minimum 
and maximum effective doses of penicillin or strepto- 
mycin on any particular organism. For example, with 
an inoculum of 300 x 10° bacteria the amount of peni- 
cillin required for complete inhibition of growth might be 
0-1 unit but many of the bacteria in the inoculum would 
be inhibited by 0-01 unit. With streptomycin and an 
inoculum of the same density a similar range of activity, 
though at a different level, was found. If, however, an 
inoculum of 300,000 x 10° was employed strains 
extremely resistant to streptomycin (an increased resis- 
tance of 300 times) were usually encountered, whereas 
little or no change was found in the penicillin range. 
By the passage of organisms through a medium contain- 
ing progressively larger doses of the antibiotic, resistance 
to both penicillin and streptomycin was raised. But 


whereas resistance to streptomycin increased very rapidly 
to a high level, increased penicillin resistance developed 
much more slowly and at a lower level. Variants 
possessing very high resistance to penicillin were 
found in the investigation reported. ; 
[Only five strains of Staphylococcus aureus appear to 
have been tested for the in vitro development of resistance 
to penicillin, all of which were relatively sensitive before 
the test. The increasing experience of recovering 
resistant strains of Staph. aureus, whose resistance can be 
further raised in vitro to a very high degree indeed, make 
one wonder whether, the comparative results betweep 
penicillin and streptomycin resistance recorded in this 
paper would have been of the same order had a greater 
variety of strains been tested.] H. J. Bensted 


1502. Observations on the in vivo and in vitro 
Development of Bacterial Resistance to Streptomycin 

C. W. Price, W. A. RANDALL, V. L. CHANDLER, and 
R.J.Reepy. Journal of Bacteriology (J. Bact.|53,48 1-488, 
April, 1947. 12 refs. 


Experiments show that bacterial resistance to strepto- 
mycin and streptothricin in in vitro tests varies consi- 
derably with the species of organism tested and even with 
the particular strain of the same organism. The constitu- 
tion of the cuiture medium employed also plays an impor- 
tant part in the tests. Increasing resistance was induced 
in much the same way as that described by Klein (seg 
Abstract 1501). It was found, under the same conditions 
and with the same cultures, that resistance to strepto- 
mycin could be raised to a very much higher level than 
that to streptothricin. The in vivo experiments consisted 
of feeding rats on diets containing varying amounts of 
streptomycin, and then demonstrating the marked 
increase in the numbers of streptomycin-resistant or- 
ganisms in the faeces of the rats so treated as compared 
with control animals. 

[The observation on the rapid development of strains 
of organisms. resistant to the action of streptomycin 
either in vivo or in vitro is in keeping with the findings 
of other workers. The statement that streptomycin 
actually stimulates the growth of resistant strains of 
organisms finds a parallel in similar observations concern- 
ing bacteria resistant to penicillin.] H. J. Bensted 


1503. Pharmacology of Streptomycin 

H. Motrror. Bulletin of the New York Academy of 
Medicine [Bull. N. Y. Acad. Med.| 23, 196-206, April, 
1947. 5 figs., 6 refs. : 


Streptomycin at present available for therapeutic use 
is 70to 95% pure in terms of the active principle. Large 
doses produce toxic effects, some of which can be traced 


to known impurities, but some are due to unknown . 


impurities or to the active principle itself. Thus strepto- 
mycin of the highest purity (97°), if injected in sufficient 
amount intravenously, will cause death by respiratory 
failure. The toxic effect appears to be on the medullary 
centres. Doses within the therapeutic range have no 
serious systemic action, but they depress the vestibular 
and auditory centres. 
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Large doses of samples varying in purity between 10 
and 97% produce in animals effects on the circulation, 
liver, and kidneys as well as on the medullary centres. 
Fffects on the circulation are identical with those of 
histamine. If the material is treated during manufacture 
with histaminase these changes are no longer obtained. 
Fatty degeneration of the liver has been observed in 
animals but notin man. Renal effects in animals are 
due to glomerular and tubular degeneration. In man 
they are transitory: casts appear in the urine without 
albuminuria, and there is no evidence of permanent renal 
damage. 

The neurotoxic action of streptomycin was first noted 
in man. Ataxia may be followed by deafness, particu- 
larly for the higher frequencies. This action is easily 
reproduced in the dog and rabbit and persists for a long 
time after the drug is stopped. If the drug is continued 
the symptoms become permanent. Repeated doses of 
100,000 to 200,000 units (0-1 to 0-2 g.) per kilo produce 
the effects in 1 to 2 weeks, but 1,000 units per kilo 
injected intracisternally achieves the same result in 30 to 
@minutes. The latter method has been used to compare 
the neurotoxicities of different samples by finding the 


 gumber of units of each sample which will produce 


spontaneous nystagmus in 50% of the animals treated. 
Among different batches of streptomycin the toxicity 
may vary more than fivefold. Estimates of the toxicity 
by intracisternal and intravenous injection run more or 
less parallel, and appear to be related to tolerance of the 
same batches in man. The unit of potency of an 
individual batch is not directly related to its neurotoxicity. 
It is therefore likely that the neurotoxic effects are due to 
an impurity; but it is not known whether the factor 
causing death by respiratory failure is the same as that 
responsible for specific neurotoxic non-fatal effects. 

Streptomycin is easily soluble in water. It is rapidly 
absorbed when injected parenterally. Peak blood 
concentrations are reached in about 45 minutes and are 
best kept up by repeating the doses at 3- to 4-hourly 
intervals. The dosage also depends on the susceptibility 
of the pathogen. Thus, the therapeutic concentration 
for tularaemia is 6 units per ml. of serum and for less 
sensitive organisms, such as salmonella and typhoid 
bacteria, 25 units per ml. When the drug is given by 
mouth or rectally the blood concentrations are low and 
variable. Streptomycin does not readily penetrate the 
blood-cerebrospinal fluid barrier. When it is injected 
into the spinal fluid the concentration is well maintained 
and hardly appears in the blood. Streptomycin given 
orally reduces the number of viable bacteria in the 
intestine, and may be of value in the preparation of 
patients for abdominal surgery. 

Resistant strains develop in a few days; this is one 
of the objections to the prolonged use of the drug. The 


. early dosage should therefore be large and should aim at 
being completely effective. 


H. M. Adam 


1504. Colorimetric Determination of Streptomycin in 
Clinical Preparations, Urine, and Broth 

G. E. Boxer, V. C. JeLinek, and P. M. LeGHorN. Journal 
of Biological Chemistry [J. biol. Chem.] 169, 153-165, 
June, 1947. 12 refs. 


1505. Some Pharmacological Characteristics of Baci- 
tracin 

J. V. Scupt and W. Anropo.. Proceedings of the 
Society for Experimental Biology and Medicine [{Proc. 
Soc. exp. Biol. N.Y.) 64, 503-506, April, 1947. 2 refs. 


Bacitracin, an antibiotic present in the filtrate of 
surface cultures of the Tracy strain of Bacillus subtilis, is 
of interest because of its potential value in the treatment 
of penicillin-resistant infections. The acute  intra- 
peritoneal toxicity of concentrated solutions is greater in 
rats than in mice. Given subcutaneously in mice it is 
4 to 7 times less toxic than when given intraperitoneally ; 
very large doses have to be given orally to produce death. 
In mice damage to renal tubules with tubular necrosis is 
observed with large doses, but in rats there is little renal 
involvement. The toxicity of bacitracin appeared to be 
independent of its antibiotic activity, and one sample, 
purer than the others, was much less toxic; inactivation 
of one sample did not appreciably affect its toxicity. 
The bacitracin solution contains a minute amount of a 
histamine-like substance which is not responsible for the 
depressor effect observed in dogs injected intravenously 
with large doses (10 mg.=300 units per kilo). 

J. M. Robson 


SULPHONAMIDES 


1506. Permeability of the Lactating Bovine Mammary 
Gland to Sulfonamides 

V. T. ScHUHARDT, T. B. CARROLL, L. J. Roope, and H. 
Lacy. Journal of Bacteriology {J. Bact.] 53, 366-367, 
March, 1947. 


The comparative permeability of mammary tissue for 


- various sulphonamides is illustrated by experiments from 


the University of Texas and the Brucellosis Research 
Project of the Clayton Foundation. Cows received 90 g. 
of various sulphonamides in three equal doses at intervals 
of 4hours. Sulphathiazole, sulphapyrazine, and sulpha- 
diazine attained maximum blood levels of less than 5 mg. 
per 100 ml. of the free drug while only the last drug was 
demonstrable in the milk in a concentration of 1-1 mg. 
per 100 ml. Sulphanilamide, 2-sulphanilamido-5-bro- 
mopyridine, and 2-sulphanilamido-5-chloropyrimidine 
attained maximum blood levels ranging from 5 to 13 mg. 
per 100 ml. of free drug. Only sulphanilamide and 
sulphapyridine came through the mammary gland into 
the milk in concentrations approaching those found in 
blood. Sulphapyridine gave the higher levels in milk. 
G. M. Findlay 


1507. Low Toxicity of Sulfonamide Mixtures. II. 
Combinations of Sulfathiazole, Sulfadiazine and Sulfamera- 
zine 


_D. Lenr. Proceedings of the Society for Experimental 


Biology and Medicine [Proc. Soc. exp. Biol. N.Y.] 64, 
393-401, April, 1947. 1 fig., 16 refs. 


It has previously been shown that renal toxic actions 
with sulphonamides can be decreased if a mixture of 
sulphonamides is used. This is due to the fact that a 
saturated solution of a sulphonamide (in water or urine) 


can still be fully saturated with a second and third sul- 
phonamide of different molecular structure. The present 
experiments show that combinations of: (1) sulphadia- 
zine and sulphathiazole, (2) sulphadiazine and sulpha- 
merazine, and (3) sulphadiazine, sulphathiazole, and 
sulphamerazine, given in partial doses, are less toxic to 
rats than any of their separate constituents in equal or 
comparable total doses. The mixture of three sulphon- 
amides was less toxic than either combination of two 
drugs. The low toxicity of the mixtures is due to the 
fact that renal obstruction does not occur, there being a 
great decrease in the intratubular deposition of sulphon- 
amide crystals. Mixtures of sulphonamides are more 
completely absorbed and excreted than equal amounts 
of their constituents, and blood levels with the mixtures 
are therefore higher. It is suggested that by the use of 
mixtures of three sulphonamides renal complications 
due to concretions can be eliminated even in the absence 
of alkali therapy. J. M. Robson 


TOXICOLOGY 


1508. Nitric Acid Gas Poisoning. (Forgiftning med 
Salpetersyredampe (nitrose Gasarter) ) 

A.H. ANDERSEN and J. FospaL. Nordisk Medicin [Nord. 
Med.) 32, 2239-2242, Oct. 4, 1946. 18 refs. 


The authors describe 2 cases of poisoning with nitrous 
fumes. This condition has not previously been reported 
in Denmark, although there have been cases in Norway 
and Sweden. The first case occurred in an office cleaner, 


‘aged 43, who poured some concentrated nitric acid 


intended for cleaning purposes into a zinc pail. Dense 
red fumes were emitted to which the patient was exposed 
for several minutes. After an interval of several hours, 
during which the patient felt fairly well, difficulty in 
breathing began, increasing to dyspnoea with cyanosis 
next morning, when the patient was admitted to hospital. 
On examination there were coarse rales throughout the 
chest; the pulse was 115 and regular. Digitalis, oxygen, 
and intravenous glucose were given. Four hours later 
the patient’s condition was worse, venesection was 
carried out and strophanthin and atropine Were given. 
During the second day the patient’s condition remained 
stationary, but on the third day it suddenly became worse 
and the patient died in convulsions. At necropsy there 
was oedema of the lungs and bronchial mucosa. The 
second case was in a 21-year-old apprentice. Having 
spilt some nitric acid on the floor he endeavoured to 
soak it up with sawdust, which caused quantities of red 
fumes to be evolved. Apart from cyanosis of short 
duration he felt well for several hours, when dyspnoea 
and pains in the chest developed; he was admitted to 
hospital next morning. On examination he was cyanosed 
and apparently moribund; respiration was rapid and 
superficial with audible rales. Treatment consisted of 
venesection and administration of strophanthin and 
intravenous glucose. His condition gradually improved 
with repeated venesection and recovery was complete by 
the second day. The pathogenesis, symptoms, prognosis, 
and treatment of the condition are discussed. 
D. J. Bauer 
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1509. Fatal Poisoning by “‘ Lethane ” Insecticide 
C. V. Harrison. British Medical Journal (Brit. med, J} 
1, 722, May 24, 1947. 1 ref. 


The author reports what is believed to be the first case 
of fatal poisoning by “ethane 384”, an insecticidal 
hair-oil preparation. A 55-ml. bottle was found em 
by the side of a woman of 35 who had undoubtedly 
deliberately swallowed the contents during a period of 
depression. She was already dead, and the periog 
intervening between the swallowing of the poison and 
death was not known. Her weight was approxima 
8 stone (50 kg.), and she had probably taken some 3-5 mi, 
of N-butyl carbitol thiocyanate and 10-3 ml. of lauryl 
thiocyanate (or more correctly 8-thiocyanoethy] laurate) 
in 50% refined paraffin. Cameron et al. (J. Path. Bact, 
1939, 49, 363) and Main and Haag (/ndustr. Med., 1942, 
11, 531) have demonstrated the toxicity of these sub. 
stances to mammals. Lethane 384 appears to be toxic 
in a dose of between 0-025 and 0-2 ml. per kilo body 
weight. Apart from a smell of citronella in the stomach 
contents and slight irritation and hyperaemia of the 
gastric and duodenal mucous membranes, no specific 
changes were seen at necropsy. Death had apparently 
been caused by central respiratory failure. At present 
the poison is not listed and, therefore, not marked 
** poison ” by label, although it bears a warning “ For 
external use only ” and “* Not to be taken”. 

Keith Simpson 


1510. Neurological Observations on Ten Cases of Chronic 
Industrial Mercurialism. (Osservazioni neurologiche su 
dieci casi di mercurialismo cronico professionale) 

E. C. VIGLIANI and M. PEeNNACCcHIETTI. Rassegna di 
Medicina Industriale {Rass. Med. industr.] 16, 1-15, 
Jan.—March, 1947. 6 figs., 16 refs. 


In 1943 over 100 cases of mercurialism occurred in 
two factories in Italy in which felt hats were made. 
Most of the patients were women. The authors describe 
10 cases which were investigated. It was discovered that 
the air in parts of the works contained much more than 
0-1 mg. mercury per cubic metre, which is supposed to be 
a tolerable concentration. 

Tremor was the most constant symptom, occurring in 
all 10 cases. The tremor was rapid and vibratory with 
from 5 to 8 movements a second. In some of those 
affected it was present when the limb was at rest. In 
sleep the tremors ceased. If the patient was asked to put 
out the tongue the tremor of the upper limbs ceased fora 
moment. The execution of a planned movement was 
associated with an intention tremor. Mercurial tremor 
is essentially static. The movements in the legs were 
slower and of smaller amplitude than those in the arms. 
After the hands, the eyelids and tongue were the parts 
most often affected. Tremor was often interrupted by 
clonus, and some sudden nocturnal movements, as 
distinct from tremors, were observed during sleep. 
There was evidence of extrapyramidal lesions in some 
patients or of involvement of other parts of the nerve 
axis. One patient had impaired co-ordination of the 
lateral eye movements. Some patients had _ sensory 
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INSECTICIDES 


disturbances affecting tactile sensation and postural 
appreciation. The psychic changes included a greater 
degree of emotionalism; some patients were quarrelsome 
and others depressed, restless, and intolerant of opposi- 
tion. Some had suicidal ideas. 

It seemed that the cortex and the extrapyramidal 
system were particularly involved in all, which explains 
Charcot’s view that many symptoms of mercurialism 
are hysterical. In addition to the dyskinetic and 
hyperkinetic phenomena, others were noted of an 
akinetic-hypertonic quality from involvement of the 
globus pallidus. The references to these latter changes 
are rare in the literature. In 1935 Francioni carried out 
animal experiments which revealed lesions of the basal 
ganglia after mercurial poisoning. These lesions were 
more numerous and severe than those seen in the cortex. 

G. C. Pether 


1511. The Acute and Chronic Toxicity of Methyl 
Chloride. III. Hematology and Biochemical Studies 

W. W. SmitH. Journal of Industrial Hygiene and Toxi- 
cology (J. industr. Hyg.) 29, 185-189, May, 1947. 34 
refs. 


In cases of poisoning of human beings by methyl 
chloride, achromia, anaemia, and liver and kidney damage 
are sometimes observed. The present investigation was 
carried out on dogs, exposure being continued for 6 hours 
a day and 6 days a week. A number of observations on 
the blood, liver function, kidney function, blood sugar, 
cerebrospinal fluid, and formic-acid excretion failed to 
reveal systemic damage which might account for death 
from methyl chloride poisoning, and none of the tests 
applied to poisoned animals would be of use in the 
diagnosis of the condition. No evidence was obtained 
of the formation of methyl alcohol or of formic acid as 
metabolic products of methyl chloride, as suggested by 
several investigators. H. M. Vernon 


1512. Cryolite as a Detoxifying Agent for Lead Arsenate 
on Plants and Animals ‘ 

S. Marcovitcn. Journal of Industrial Hygiene and 
Toxicology [J. industr. Hyg.] 29, 175-177, May, 1947. 
1 fig., 6 refs. 


Finerty and Grace showed that potassium fluoride 
in drinking water will antagonize arsenic trioxide given 
in lethal amounts to rats, and thus prevent death in 
some 85°%. Similarly cryolite is found to be capable of 
_ detoxicating soil poisoned by lead arsenate. Lead 
arsenate is known to accumulate in the soil sufficiently to 
interfere with crop growth. It is used extensively, and 
as much as 180 Ib. (81-6 kg.) per acre (0-4 hectare) may be 
applied in a single apple season, while cryolite is used for 
spraying the apples. In order to ascertain the effects of 
these materials on the soil and on plant growth lead 
arsenate was incorporated in soil at rates of 500 (226-75 
kg.) to 4,000 Ib. (1814-4 kg.) per acre. Beans planted in 
a soil containing 2,000 Ib. (907-2 kg.) either failed to 
germinate or produced a small stunted plant, but when 
2,000 Ib. of cryolite were added to the soil along with 
1,000 Ib. (453-5 kg.) of lead arsenate, the beans grew 
almost normally. 


M—2G 
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To determine the effect of cryolite on lead toxicity in 
animals, young white rats, 28 days old, were fed on a 
standard diet to which 2,500 parts per million (p.p.m.) 
of lead arsenate was added. Some of the smaller rats 
died in 3 days, and all died within a week. When, 
however, cryolite was added at the rate of 5,000 p.p.m. 
all the 5 animals tested were alive at the end of 5 weeks 
when the experiment was terminated. During this time 
they gained an average of 56 g. in weight, while the con- 
trol group gained 96 g., and rats receiving a diet to which 
cryolite alone had been added gained 91 g. The mechan- 
ism of the action is discussed. It is remarked that both 
arsenic and fluorine are present in sea water up to | p.p.m. 
and “‘sea foods” are known to be rich in both elements 

H. M. Vernon 


1513. Aetiological, Clinical and Chemical Study of 40 
Cases of Chronic Industrial Carbon Monoxide Poisoning. 
(Etude étiologique, clinique et chimique de 40 cas 
d’oxycarbonisme chronique professionnel) 

M. Duvor and M. GAuLtier. Archives des Maladies 
Professionnelles [Arch. Mal. prof.| 7, 449-452, 1946. 


Using the method of Nicloux [which gives only 
approximate results] the authors estimated the carbon- 
monoxide content of venous blood of patients referred 
to their clinic as possibly suffering from chronic exposure 
to the .gas. They consider that only values of over 
0:5 ml. per 100 ml. of blood are abnormal. The com- 
monest symptoms of chronic intoxication were muscular 
weakness with lethargy, headache, and dizziness or 
fainting. These symptoms were unaccompanied by 
demonstrable clinical signs. Other symptoms, which 
were seen in a few patients, were anorexia, nausea, and 
muscular cramp. Figures are given suggesting that an 
abnormal amount of CO may persist in the blood for 
several months after the individual has moved from the 
employment originally responsible. 

[The authors do not consider the possibility of other 
sources of the gas—such as cigarette smoking. Only 
French writers are quoted, without references. Drinker’s 
book on Carbon Monoxide Asphyxia, New York (1938) 
appears to be unknown to the authors.] 

H. E. Harding 


INSECTICIDES 


1514. The Relative Insecticidal Activities of D.D.T. and 
Related Organic Molecules 

M. D. Proverss and F. O. Morrison. Canadian 
Journal of Research (Canad. J. Res.) Sect. Zool. 25, 
12-44, Feb., 1947. 19 figs., 18 refs. 


Drosophila melanogaster was used in the authors’ 
experiments. It was found that anaesthetizing the flies 
for convenience of handling did not affect observed 
mortality. The flies were exposed to contact with in- 
secticides by placing them in vials lined with filter paper 
previously impregnated with the solution to be tested, 
or else by placing them in vials the inner surface of which 
had been directly coated with the chemical. Both 
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techniques gave satisfactory results. With the impreg- 
nated paper technique a drop in mortality was-observed 
when the dosage was increased from 3 to 10 mg. of D.D.T. 
per 10 ml. of acetone; this greater lethal power of 
the weaker concentration was confirmed on repetition. 


’ The authors found no satisfactory explanation for this 


curious phenomenon, but suggest the possibility that 
solutions of different concentrations deposit crystals of 
different sizes and that this affects mortality. 

Up to the present no law is known which relates the 
insecticidal activity of organic molecules to their chemical 
structure; the problem can be solved only as the results 
of a vast number of comparative tests become available. 
The authors of the present paper set out the results of 
their experiments, and put forward the following “* tenta- 
tive ideas” on the relation between contact insecticidal 
action and the structure of the organic molecule in 
insecticides tested against adult D. melanogaster. 

(a) Removal of the chlorine from one phenyl group 
reduced the effectiveness of D.D.T. to 1/90, but removal 
of the chlorine from both phenyl groups resulted in a 
totally inactive compound. (5) Alterations of the p-p 
arrangement of the chlorine atoms on the phenyl groups, 
as in o-p D.D.T., reduced the toxicity to 1/145. (c) 
Replacement of the two chlorine atoms on the phenyl 
groups by other halogens shows the order of toxicity of 
these substitutions to be—fluorine, chlorine, bromine, 
iodine, but the more highly toxic fluorine analogue 
unfortunately loses toxicity rapidly on exposure. (d) 
Replacement of the p- substituted chlorines on the 
phenyl groups by groups other than halogens as far as 
the tests here described are concerned resulted in greatly 
lowered toxicities. However, Busvine and Barnes have 
both found the methoxy analogue of D.D.T. almost as 
toxic as D.D.T., which seems to indicate that the toxicity 
of substitutions may depend entirely on the radicles 
substituted. (e) Unsaturated bonds appear to reduce 
the toxicity markedly. (f) Removal of the trihalogen 
grouping in so far as it was here attempted resulted in 
considerable reduction of activity on slight alteration to 
complete inactivity with complete removal or substitu- 
tion. R. M. Gordon 


1515. Electrical Manifestations of the Cerebellum and 
Cerebral Cortex following D.D.T. Administration in Cats 
and Monkeys 

F. Crescirett and A. GILMAN. American Journal of 
Physiology [Amer. J. Physiol.] 147, 127-137, Sept., 1946. 
4 figs., 19 refs. 


D.D.T. has marked effects on the central nervous 
system of mammals, producing tremors, asynergia, and 
convulsions. The exact portion of the nervous system 
attacked is not known, but some of the symptoms are 
similar to the syndrome of cerebellar deficiency and cere- 
bellar lesions have been observed after D.D.T. administra- 
tion. 

The present report describes observations of the spon- 
taneous electrical activity of the cerebral cortex and 
cerebellum after injection of D.D.T. in 13 monkeys and 
24 cats. The drug was administered intravenously as a 
lecithin or gum-arabic emulsion containing 1% D.D.T. 


Similar emulsions, but without D.D.T., were injecteg 
into control animals. Light sodium pentobarbitone 
anaesthesia was employed, but in experiments where the 
effects of the anaesthetic were to be avoided altogether 
ether anaesthesia was given during preparation and the 
effects were allowed to wear off. Movement artefacts 
were abolished by the use of curare. 

With some degree of central depression induced by 
small doses of sodium pentobarbitone, convulsive 
effects are absent and the non-convulsive changes can be 
observed. Under these conditions, both cats and 
monkeys showed a marked increase in amplitude of the 
cerebellar potentials. Rhythm from the cerebral cortex 
became more regular and increased somewhat in ampli- 
tude, while spike-like qualities became more apparent, 
especially in the motor area. 

In lightly anaesthetized cats and monkeys D.D,T. 
appeared to emphasize certain differences that already 
existed in different cortical areas. There was no evidence 
that these manifestations were associated with any 
abnormal wave pattern. 

Without central depression a somewhat different series 
of events was observed. There was at first increased 
activity from the cerebellum and cortex, well-defined 
spike-like waves becoming more prominent. Intervening 
activity gradually subsided, leaving the spikes standing 
out as single waves or as groups from a relatively quies- 
cent background. The spike-like waves from area 6 
were in complete synchrony but of opposite sign from 
those from the pyramid and lobule of the cerebellum, the 
cortical spikes being positive. The ansiform lobe and 
other cortical areas did not show this wave pattern. 
Results in monkeys were more definite than those in 
cats. Later, episodic activity made its appearance, 
reaching a maximum 2 to 3 hours after D.D.T. injection. 
It was not constant in pattern, and the inter-episodal 
intervals progressively increased, while the voltage and 
duration of each seizure decreased. 

Beginning with grouped spike-like waves, similar to 
those previously described, the seizures continued with 
the replacement of this pattern by a train of low voltage 
fast activity, which increased steadily in amplitude and 
decreased in frequency until “large, 2 to 3 cycles per 
second waves dominated and spread to more remote 
areas of the cortex. Activity then ceased abruptly, 
leaving a relatively quiescent baseline, on which the 
inter-episodal activity would gradually return. These 
seizures resemble those induced ‘by “ metrazol” or 
electro shock. Seizures still took place after complete 
transection of the spinal cord at the level of the atlanto- 
occipital membrane. The slow discharges continued in 
more remote cortical areas, after the cessation of activity 
in the area of origin of the seizure. Synchronization was 
again apparent between the motor cortex and the 
pyramid and lobule, but not with the ansiform lobe, nor 
the cerebellar cortex. This suggests a definite functional 
relation between the synchronized areas. The seizure 
pattern resembles that of grand mal epilepsy, and is 
constant irrespective of the provocative agent used. It 
would, therefore, seem to depend on the cortical organiza- 
tion and neuronal physiology of the systems involved. 

C. C. Evans 
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1516. Effect of X-ray Therapy on the Peripheral Blood 
Reticulocytes in Leukaemia. (L’influenza della roent- 
genterapia sui reticolociti del sangue periferico nei 
leucemici) 

L. pt GuGuieELMo, C. LA MANNA, and A. MAGLIONE. 
Bollettino della Societa Italiana di Biologia Sperimentale 
(Boll. Soc. ital. Biol. sper.) 22, 1216-1218, Dec., 1946. 


This report is based on the observation of 6 patients, 
5 suffering from myeloid and 1 from lymphatic leukaemia. 
In all 6 cases the number of peripheral reticulocytes 
increased both absolutely and relatively compared with 
the number of eythrocytes, young forms of reticulocytes 
predominating in the picture. The increase differed in 
extent from case to case and became manifest at varying 
stages in the course of the treatment. The authors do not 
believe that the extent of the increase has any prognostic 
value. After the course of radiotherapy the number of 
the reticulocytes rapidly returned to normal, and in some 
cases even dropped to a figure below normal. This is 
exactly the reverse of the changes in erythtocyte count. 

A. Orley 


1517. Effect of X-ray Therapy on the Reticulocytes in 
the Bone Marrow in Leukaemia. (L’influenza della 
roentgenterapia sui reticolociti midollari nei leucemici) 
L. pt GuGLIELMO, C. LA MANNA, and A. MAGLIONE. 
Bollettino della Societa Italiana di Biologia Sperimentale 
[Boll. Soc. ital. Biol. sper. 22, 1218-1219, Dec., 1946. 


The effect of x-ray therapy on the medullary reticulo- 
cytes was studied in the 6 patients who were the subject 
of the investigation referred to in Abstract 1516. The 
specimens were obtained by means of sternal punctures 
before and after the course of radiotherapy. 

In general the effect of the radiation on medullary 
reticulocytes was similar to that on peripheral reticulo- 
cytes but was more pronounced in the former. Whereas 
before treatment the number of medullary reticulocytes 
was slightly greater than, equal to, or slightly less than the 
number of peripheral reticulocytes, medullary reticulo- 
cytes were always much more numerous after the course 
of treatment. The relative increase in young forms of 
reticulocytes was more pronounced in the medullary 
specimens than in the peripheral blood. A. Orley 


1518. Effect of X-ray Therapy on Reticulocytometry. 
(L’influenza della roentgenterapia sulla reticolocito- 
metria nei leucemici) 

L. pt GuGLietmMo, C. LA MANNA, and A. MAGLIONE. 
Bollettino della Societa Italiana di Biologia Sperimentale 
[Boll. Soc. ital. Biol. sper.] 22, 1219-1221, Dec., 1946. 


The production and ripening of reticulocytes are 
markedly disturbed in leukaemias. Radiotherapy tends 
to restore normal conditions, particularly in those groups 


which previously showed the most marked deviation 
from the normal. This effect of radiotherapy is appar- 
ently due to an improvement of the trophic conditions 
in the bone marrow following the reduction in leukaemic 
tissue. A. Orley 


1519. ‘* Target Cells” in Chronic Leukaemia during 
X-ray Therapy. (Sulla comparsa di eritrociti a bersaglio 
nei leucemici cronici in corso di roentgenterapia) 

L. pt GuGuteLmo. Bollettino della Societa Italiana di 
Biologia Sperimentale [Boll. Soc. ital. Biol. sper.] 22, 
1221-1223, Dec., 1946. 


No “ target cells ’” are seen as a rule in the leukaemias, 


~ but in some cases of chronic leukaemic myelosis target 


cells appear, sometimes in considerable numbers, during 
the course of radiotherapy. The appearance of the cells 
coincides with a decrease in the size of the spleen. No 
target cells were ever observed in cases of lymphatic 
leukaemia. The appearance of the cells is not directly 
related to the radiotherapy. The fact that in myeloid 
leukaemias the appearance of the cells coincides with the 
reduction in the size of the spleen indicates the part | 
played by the spleen in the production of these cells. 
A. Orley 


1520. Saccharinized Barium Meal and Gastric Peristalsis. 
(Saccharinisierter R6ntgenkontrastbrei und Magenperi- 
staltik) 

F. Lickint. Deutsche Gesundheitswesen [Dtsch. Gesund- 
hWes.] 2, 29-30, Jan. 1, 1947. 5 refs. 


The peristalsis of the stomach is slightly accelerated by 
the addition of saccharin to the barium meal. This 
acceleration is not due to the saccharin as such but to the 
improved taste of the meal, which counteracts the 
psychological inhibition produced by unflavoured barium. 

A. Orley 


1521. Effect of Ultravirus on the Radiosensitivity of 
Cancer Grafts in the White Mouse. (Action des ultra- 
virus sur la radio-sensibilité des cancers greffés de la 
souris blanche) 

E. Gattico. Bulletin de la Société Vaudoise des Sciences 
Naturelles [Bull. Soc. vaud. Sci. nat.] 63, 269-296, Dec. 
31, 1946. 7 figs., Bibliography. ; 


Methods of increasing the sensitivity’ of tumours to 
irradiation are discussed at some length. © Vaccinia virus 
was used in an attempt to augment the radiosensitivity 
of a transplantable mammary adenocarcinoma in mice. 
The virus is characterized by its ‘* biotropic ” properties, 
and has a special affinity for regenerating and growing 
cells, including tumour cells. 

Tumours were exposed to the action of x rays alone 
(60 kV; 6 mA; anti-cathode—skin distance of 5 cm.; 
duration of exposure 5 minutes; 1,000 r given at each 
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treatment and repeated at intervals of several days until 
a total of 5,000 to 7,000 r had been applied), vaccinia 
virus alone, and both x rays and virus. Lead tubing was 
used to protect the mice partially from the radiations 
while leaving the tumours accessible. The vaccinia 
virus was preserved in pure glycerine. This vaccine was 
diluted ten times and 0-3 ml. was injected into a tumour 
at each operation. The presence of the virus in tumour 
cells was detected by the occurrence of corpuscles of 
Guarnieri in material stained with Giemsa, and by the 
development of characteristic pustules in the scarified 
skin of rabbits inoculated with the test material. 

In a preliminary experiment on three groups, each of 
10 tumour-bearing mice, treated with x rays alone, virus 
alone, and both x rays and virus, it was found that 
5,000 r had little effect on tumour growth. The presence 
of virus administered in a single dose did not augment the 
effects of the irradiation appreciably, but virus alone 
markedly retarded the growth of the tumours. Irradia- 
tion at this dosage destroyed the virus within the tumour_ 
cells. In a second experiment, four groups, each of 50 
mice, were used: untreated controls; mice receiving 
7,000 r in separate doses of 1,000 r; mice receiving 2 
injections of virus; mice receiving the same irradiation 
as the second group but injections of virus after each 
irradiation. The growth of tumours of mice in the 
second group was retarded more than that of mice 
treated with virus alone, but the combined effects of 
irradiation and virus were much greater than the effect 
of either alone. 

Sections were stained with haemalum and Romeis’s 
mixture (orange G, erythrosin). Amitoses were common 
in untreated tumour cells. The usual aberrations of 
division processes caused by x rays were observed. The 
effects of a single dose of virus were maximal 2 to 3 days 
after treatment. Numerous necrotic regions were seen. 
Affected cells were characteristically swollen, with clear 
cytoplasm and Guarnieri corpuscles distributed at the 
periphery of the cell: none was seen within nuclei. 
Degenerated nuclei were common and the frequency of 
mitosis was considerably decreased. The cells of 
tumours treated both with virus and by irradiation showed 
the cytological effects of both agents concurrently. 

A. K. Powell 


1522. The Vallecular Sign: Its Diagnosis and Clinical 
Significance 

J. ARENDT and A. WoLF. American Journal of Roent- 
genology and Radium Therapy [Amer. J. Roentgenol.] 57, 
435-445, April, 1947. 17 figs., 8 refs. 


The vallecular sign is the retention of barium mixture 
during the swallowing act in the valleculae and in the 
pyriform sinuses. First and foremost it is found in 
paralysis of pharyngeal muscle of peripheral or central 
origin. This observation has been developed into a 
diagnostic test in myasthenia gravis. The emptying of 
the recessus after administration of prostigmin methyl- 
sulphate (1 in 2,000) is considered by some authors to be 
pathognomonic of myasthenia gravis; it is suggested 
that such prompt response to prostigmin does not occur 
in bulbar paralysis. 


RADIOLOGY 


The presence of a positive vallecular sign at the onset 
of examination should indicate a specially careful search 
for neoplasms or serious mediastinal pathology. Reports 
of 8 cases are published to illustrate the presence of the 
positive vallecular sign in bulbar paralysis and myas- 
thenia gravis; they include 2 cases of carcinoma of the 
cardiac end of the stomach, | of hypopharyngea! cargj. 
noma, | case of suspected paramediastinal lung tumour, 
1 of perforating carcinoma ‘of the oesophagus, and 1 case 
of dysphagia lusoria due to vascular abnormality. The 
authors claim that the presence of this sign suggests an 
organic lesion, and is therefore helpful in distinguishing 
between dysphagia of organic and functional origin, 

L. G. Blair 


1523. Anatomical and Radiological Study of the Deep 
Cervical Fascia in Man: Retropharyngeal Abscess due to 
Tuberculous Spondylitis. (Osservazioni anatomo-radio- 
logiche sulla fascia cervicale profonda dell’uomo, 
Contributo allo studio dell’ascesso retrofaringeo da 
spondilite tubercolare delle prime vertebre cervicali) 

F. Corttont. Radiologia Medica [Radiolog. med,, 
Torino] 33, 49-61, Feb., 1947. 14 figs., 17 refs. 


This paper is based on the clinical and radiological 
observation of a case of tuberculous spondylitis resulting 
in the formation of a secondary retropharyngeal, abscess 
which had perforated through the posterior pharyngeal 
wall instead of descending along the deep cervical 
fascia into the. posterior mediastinum, as one might have 
expected from the generally accepted anatomical teaching. 
The author therefore undertook a study of the deep 
prevertebral fascia of the neck at the level of the first 
three cervical vertebrae. Injections of an opaque 
medium into the space behind the longus capitis proved 
that the intimate adhesion between the posterior wall of 
the pharynx and the deep cervical fascia from the base 
of the skull down to the fourth cervical vertebra and the 
insertions of the long muscles of the head and neck into 
the transverse processes of the third cervical vertebra 
prevent the descent of an abscess resulting from a tuber- 
culous lesion in the first three cervical vertebrae or in the 
occipital condyles. The injection also proved the 
presence of an interstitial space in which the pus accumu- 
lates in front of the first three cervical vertebrae. . 

A. Orley 


1524. Microkymatotherapy: Preliminary Report of 
Experimental Studies of the Heating Effect of Micro- 
waves (“ Radar *’) in Living Tissues 
F. H. Krusen, J. F. Herrick, U. Lepen, and K. G. 
Wakim. Proceedings of the Staff Meetings of the Mayo 
Clinic [Proc. Mayo Clin.) 22, 209-224, May 28, 1947. 
7 figs., 16 refs. : 


1525. Radiological Anatomy of the Lung. (Anatomie 
radiologique du poumon) | 

P. CHATTON and A. MALeEKI. Journal de Radiologie. et 
d’Electrologie [J. Radiol. Electrol.| 28, 285-310, 1947. 
41 figs., 27 refs. 
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Pathology 


1526, Leukotaxine and Histamine 
H. CuttumBine. Nature (Nature, Lond.) 159, 841-842, 
June 21, 1947. 12 refs. 


This communication provides further evidence that 
histamine is not an active factor in the production of 
inflammatory oedema. In experiments on _ rabbits 
subcutaneous oedema was produced by the application 
of glass vessels containing water at 70° C. to the depilated 
abdomen; the oedema was not influenced by the sub- 
cutaneous injection of “‘ neoantergan”’, an anti-hist- 
amine substance. This finding was confirmed in other 
rabbits which received an intravenous injection of 5% 
“ pontamine blue” in 0-6% saline. The intracutaneous 
injection of leukotaxine or histamine then caused a rapid 
blue discoloration at the site, but the subcutaneous or 
intracutaneous injection of neoantergan solution pre- 
vented the development of the blue staining at the 
site of the histamine injection only. E. T. Ruston 


1527. Carcinogenic Substances in Human Tissues 
I. Hiecer. British Medical Bulletin [Brit. med. Bull.) 4, 
360-363, 1947. 11 refs. 


The author reviews his own and previous work on the 
search for carcinogenic agents in human tissues. All- 


_ these investigations are the outcome of the conception 


put forward 15 years ago that cancer may result from 
carcinogens arising in the body as a consequence of 
abnormal steroid metabolism. 

Simple benzene extracts or the unsaponifiable fractions 
of total lipids, obtained from the tissues of human sub- 
jects who died from cancer or other diseases, have been 
tested for carcinogenic activity in mice, either by skin 
painting or injection. The data on tumour induction 
are presented in five tables. Shabad, who initiated this 
type of investigation, found that a benzene extract of 
cancer livers was active, while a similar extract of non- 
cancer livers was inactive. Later workers did not observe 

. this clear-cut distinction, finding carcinogenic substances 
in human tissues from about 20% of subjects who died 
from cancer and from a similar proportion of subjects 
who died from other diseases. 

As yet, no specific chemical carcinogen has been 
isolated from these cancer-producing extracts, but the 
author has developed a technique of fractionating the. 
unsaponifiable material obtained from liver or lung- 
kidney-muscle tissues, and has tested the various frac- 
tions for carcinogenic activity by injection into mice; 
the carcinogenic substances were present in the cholesterol- 
rich fraction, a crystalline mixture of compounds con- 
taining about 85% cholesterol. The most active fraction 
(D) induced seven out of eight spindle-celled sarcomata 
in 231 mice, but activity was independent of the source 
of the tissue used—that is, whether it came from cancerous 
or non-cancerous subjects. No tumours were obtained 


with material from non-cancer livers, in contrast to 
Steiner’s earlier findings. 
_ Human tissue carcinogens show a low potency as 
measured by the “ susceptibility ’’ of mice, and this, 
together with the apparently sporadic occurrence of 
these substances, increases the difficulty of interpreting 
the data accumulated in this branch of cancer work. 

‘ H. G. Crabtree 


1528. Occupational Cutaneous Cancer Attributable to 
Certain Chemicals.in Industry 

S. A. Henry. British Medical Bulletin [Brit. med. 
Bull.] 4, 389-401, 1947. 33 figs., 22 refs. 


Occupational cutaneous cancer is discussed under 
four headings: nature of the disease; site of election; 
causal agents in relation to occupation; and time elapsing 
from beginning of employment to manifestation of the 
neoplasm. The review is based on 3,753 cases of occupa- 
tional cutaneous cancer notified from 1920 to 1945 
inclusive. Two tables show the incidence and location 
of tumours in relation to occupation and to presumed 
causal agents, and a third table provides an analysis of 
1,389 cases of cutaneous cancer in cotton-trade workers 
classified according to their occupation. Excellent 
photographs illustrate the lesions and the industrial 
processes in which the patients were engaged. 

L. Foulds 


1529. The Role of Arsenic in Carcinogenesis 
A. N. Currie. British Medical Bulletin (Brit. med. Bull.] 
4, 402-405, 1947. 16 refs. 


This review of the role of arsenic in carcinogenesis 
deals with industrial arsenical risks, the “ arsenic 
theory ’’ of other forms of industrial cancer, medicinal 
arsenic cancer, non-industrial arsenical intoxication, and 
experimental findings. The author states that “it is 


‘difficult to assess the function of arsenic in the production 


of malignant change ”’ and his discussion is inconclusive, 
L. Foulds 


See Section Industrial Medicine, Abstract 1465. 


1530. Induction of Prostate Tumours in Mice 

E. S. HorninG and L. DMocuowskt. British Journal of 
Cancer (Brit. J. Cancer] 1, 59-63, March, 1947. 16 figs., 
15 refs. 


This paper records the successful induction of pros- 
tate tumours in mice by 20-methylcholanthrene. Pure 
strains of mice—Strong A and RIII—were used to facili- 
tate subsequent transplantation for a study of the effects 
of oestrogens on tumour growth. Under general 
anaesthesia the prostate lobes of mice were exposed by a 


-median abdominal incision, and 0-1 ml. of a 1-5% solu- 


tion of methylcholanthrene in warm lard was injected 
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into either the dorsal or anterior prostates, the lard 
being allowed to set before the needle was withdrawn. 
Distension of the bladder and retention of urine were 
frequent symptoms of tumour development and some- 
times proved fatal. Most tumours were detectable by 
palpation. In some cases death from bilateral hydro- 
nephrosis occurred, but many tumours were transplanted 
and propagated for several generations. 

Sixteen plates illustrate the technique of carcinogen 
implantation, the gross appearance of a typical tumour, 
various phases of tumour histogenesis, and sections of 
carcinomata and sarcomata. 

Forty-six Strong A mice yielded 22 tumours—10 
carcinomata and 12 sarcomata; 46 RIII mice developed 
sarcomata only in 17 cases. The avefage time of tumour 
appearance was 4-5 months in Strong A strain and 7 
months in RIII strain. 

In a brief discussion reference is made to the previous 
successes of other workers in obtaining tumours of rat 
prostate by carcinogen injection. As in the present work, 
all had failed to obtain an adenocarcinoma, which is the 
tumour type commonly foundinman. H. G. Crabtree 


1531. Applications of Recent Advances in Nuclear Physics 
to Cancer Research 

J. S. Mircuerr. British Journal of Cancer [Brit. J. 
Cancer] 1, 1-14, March, 1947. Bibliography. 


The author has previously surveyed the developments 
in nuclear physics and their applications in biology and 
medicine (Schweiz. med. Wschr., 1946, 76, 883; Brit. J. 
Radiol., 1946, 19,481). Inthe present paper he emphasizes 
different aspects of the subject and includes more recent 
work. 

The large amounts of radioactive isotopes made avail- 
able by the chain-reacting “ pile’? together with the 
separation of non-radioactive isotopes on an industrial 
scale indicate an expanding use of these new products as 
tracers in the study of metabolic processes, as artificial 
substitutes for radium in radiotherapy, and as potent 
agents, in inorganic or organic combination, in many 
branches of pharmacology and therapeutics. The 
methods of production and the properties of radio- 
active and stable isotopes are outlined. The pile is the 
main source of the former, which result from the simple 
process of slow neutron capture. Forty radioactive 
isotopes are listed in a table, together with their radiation 
characteristics. The cyclotron is an essential supple- 
ment to the pile for the preparation of small amounts of 
many isotopes not formed by slow neutron reactions and 
22 of these are listed. 

The methods of physical chemistry—distillation, 
diffusion, and exchange reactions—have made possible 
the large-scale separation of the stable isotopes of H, C, 
N, O, S, and K, and the parallel development of the mass- 
spectrometer now permits their use in tracer investigations 
where radiation effects are undesirable. The stable and 
radioactive isotopes of the 15 elements most important 
in biology are tabulated with data of the half-life, type 
and energy of radiation of the artificial radioactive 
members, and the percentage abundance of the stable, 
naturally-occurring ones. 


PATHOLOGY 


Some examples of the use of isotopic tracers in bio. 
logical and medical research are given. A store of infor. 
mation on biochemical applications has been built up, cyl. 
minating in a general conception of a dynamic equilibrium 
in cells where breakdown and re-synthesis of almost all 
molecules are continuous. Radio-phosphorus (P®?) was 
used by Hevesy to demonstrate the inhibition of thymo. 
nucleic acid synthesis in normal and tumour cells 
x-radiation, and the same isotope has been employed to 
show the slow turnover of phosphorus in the thymonucleic 
acid of normal liver, in contrast to the rapid synthesis of 
this important cell constituent during regenerative or 
neoplastic growth. The importance of an extensive 
study of the after-effects: of introducing radioactive iso. 
topes into the body, particularly the possible risk of 
carcinogenesis, is stressed. ; 

A list of isotopes possibly suitable as substitutes for 
radium as sources of y radiation for radiotherapy is 
given, the most promising being Co®®, of half-life 5-3 
years, with Ta1®? as second choice. Radioactive isotope 
therapy has so far been limited to inorganic compounds 
of which radio-phosphorus and the radio-iodines are the 
only ones justifying clinical trials without further pre- 
liminary animal experiments. A selective concentration 
by malignant cells of organic compounds containing 
radioactive isotopes offers hope for the future. The 
clinical trials of radio-phosphorus, mainly in U.S.A., in 
the treatment of chronic myeloid and lymphatic leukaemia, 
polycythaemia vera, lymphosarcoma and related diseases 
are surveyed, and the present position of this type of 
therapy is summarized. In polycythaemia vera it is 
stated to be the treatment of choice. 

The author considers the therapeutic possibilities of 
the radio-iodines and advises great caution in their use. 
Though selected cases of hyperthyroidism have been 
reported to respond satisfactorily to radio-iodine, the 
long-term effects, particularly the chances of late carcino- 
genesis and renal damage, appear to be insufficiently 
understood. The author suggests that further trials 
be restricted to cases of carcinoma of the thyroid until 
further experimental investigations on animals have been 
made. A small percentage of thyroid cancers, in which 
secretory activity is well maintained, respond dramatic- 
ally to radio-iodine therapy, but the majority of such 
growths have lost their function of iodine concentration 
which makes the delivery of a therapeutically effective 
dose impossible. 

Short mention is made of the therapeutic applications 
of y radiation of energy up to 30 Mev. generated by the 
synchrotron. H. G. Crabtree 


1532. Histological Changes After Intraperitoneal In- 
jection of Proteins and Protein Hydrolysates. (Reticulo- 
endothelial Omentum Reaction and ‘ Parenchymatous 
Degeneration ”’ after Proteose Injection). [In English] 
J.BinG. Acta Pathologica et Microbiologica Scandinavica 
[Acta path. microbiol. scand.| 23, 540-548, 1946. 5 figs., 
7 refs. 


Rats were injected intraperitoneally with various 
protein hydrolysates and the omentum and other organs 
were examined microscopically after intervals of from 
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PATHOLOGY 


1 to 60 days. Injections were given daily for 10 days. 
A cellular reaction of moderate degree was seen in the 
omentum, while the liver and kidneys showed vacuoliza- 
tion of the cells caused by the accumulation of proteose. 
D. J. Bauer 


1533. Necrosis of the Pancreas as a Sequel of General 
Arteritis. (Uber Pankreasnekrosen als Folge generali- 
sierter Arteritis) 

M. AUFDERMAUR. Gastroenterologia [Gastroenterologia, 
Basel] 72, 81-95, 1947. 5 figs., 14 refs. 


Case histories are given of 10 patients in whom at 
necropsy necrotic foci ranging in size from a millet seed 
to 1 cm. in diameter were found in the pancreas as a 
result of a “* stenosing arteritis’. The necropsies were 
performed either in the Pathological Institute of Ziirich 
University or in that of the canton hospital, St. Gallen, 
and the period of time covered is apparently 1936-45. 
In 9 cases the diagnosis was of malignant nephrosclerosis 
{malignant hypertension] and in the tenth case of subacute 
glomerulonephritis. The changes in the pancreatic 
arteries were the familiar ones of malignant hypertension 
and the arteries to other organs were also involved. No 
pancreatic symptoms were noted during life. ; 

[No figures are given of the total number, either of 
necropsies or of cases of malignant hypertension, out of 
which this sample of 10 is drawn. Pancreatic necrotic 
foci arising during life in malignant hypertension are not 
common, and the presence of a surrounding infiltration 
of leucocytes is usually considered essential to the 
diagnosis. The author, however, says that in “‘ some” 
of his foci the marginal zone is “‘ completely free from 
infiltration”. The chief interest of the paper is the 
further confirmation which it provides that small ischaemic 
focal necroses in the pancreas do not give rise to a 
generalized haemorrhagic pancreatitis. ] 

Denys Jennings 


1534. The Pathogenesis of Polycystic Livers. Recon- 
struction of Cystic Elements in Two Cases 

R. F. Norris and R. M. Tyson. American Journal of 
Pathology [Amer. J. Path.| 23, 201-215, March, 1947. 
6 figs., 31 refs. 


This article describes the reconstruction of the cystic 
elements in portions of liver from 2 newborn infants, 
cases included among the 4 of polycystic kidneys pre- 
viously reported by Norris and Herman (J. Urol., 1941, 


46, 147). These livers had a normal contour, but 
microscopical examination revealed irregular cystic 
dilatations of the intrahepatic bile ducts, which were 
lined by cubical epithelium and encircled the branches 
of the hepatic artery and portal veins. These models, 


reconstructed from serial sections, show numerous. 


anastomoses and irregular dilatations of the intrahepatic 
bile ducts, some of which were cut off into isolated 
segments. The authors consider that the lesions result 
from an abnormal extension of the normal processes of 
degeneration in the bile ducts, causing distension, 
segmentation, and cystic dilatation, while normal 
differentiation of the hepatic anlage occurs elsewhere. 
E. T. Ruston 
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1535. The Influence of Orthostatism and Shock on the 
Circulation Time, Determined by Radioactive Phos- 
phorus. (Ortostatismens och shockens inflytande pa 
cirkulationshastigheten, bestamd med hjalp av radio- 
aktivt fosfor) 

G. Nywin and R. PANNiER. Nordisk Medicin (Nord. 
Med.) 1065-1069, May 2, 1947. 6 figs. 


In 1940 Hevesy and his collaborators introduced the 
intravenous injection of erythrocytes labelled with radio- 
active phosphorus, and in a series of publications in 
1943, 1944, and 1945, Nylin of the Sabbatsberg Hospital 
in Sweden gave an account of his own observations in 
this field. In a normal person such erythrocytes, intro- 
duced into the circulation by intravenous injection, 
became completely mixed within a minute of the injec- 
tion. In the present article the author describes the 
application of this method to a study of the circulation 
time in a normal, asthenic person in the upright and 
recumbent positions, and in another person suffering 
from shock arising during lumbar analgesia. Equili- 
brium—that is, the complete mixture of the injected 
erythrocytes with the total blood—was established later 
in the upright than in the recumbent position; in the 
former position the circulation would therefore seem to 
be slower in some parts of the body than in other positions. 
Shock seems to increase the circulation time still more, 
for in the patient tested equilibrium was not established 
until 75 minutes after the injection. The author concludes 
that Hevesy’s method is more exact than the dye methods 
first introduced in 1915 by Keith, Rowntree, and 
Geraghty. Claude Lillingston 


1535a. A Note on Estimating Haemoglobin. With One 
Cubic Millimetre of Blood 

M. N. Rao and G. KARMAKAR. Indian Medical Gazette 
[Indian med. Gaz.] 82, 120-122, March, 1947. 3 refs. 


This method, in which is used a measured amount of 
the fluid remaining in the red-cell pipette after the red 
cell count has been determined, was designed for blood 
work on small laboratory animals. The colour obtained 
by mixing blood with a standard benzidine solution, 
hydrogen peroxide,- and acetic acid is compared in a 
photometer with that produced by a blood of known 
haemoglobin content. A blank test with reagents 
alone is included. Normal saline is used as the diluent 
in the red-cell pipette as sulphate mixtures form a pre- 
cipitate with benzidine. The technique is given in 
detail, as well as a method for purifying benzidine by 
extraction. 

[The method is claimed to be fairly reliable and may 
prove of use in animal experiments, though it is clearly 
too cumbersome and fallible for routine clinical work.] 

Douglas H. Collins 


1535b. The Stabilization of Thrombin in Plasma: 
Development of a Simple Two-stage Method for the 
Determination of Prothrombin 

L. A. STERNBERGER. British Journal of Experimental 
Pathology [Brit. J. exp. Path.] 28, 168-177, June, 1947. 
18 refs. 
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VIRUSES 


1536. The Effect of Metabolites, Metabolite Antagonists, 
and Enzyme-Inhibitors on the Growth of the Vaccinia 
Virus in Maitland Type of Tissue Cultures 

R. L. THompson. Journal of Immunology [J. Immunol.] 
55, 345-352, April, 1947. 27 refs. F 


A series of compounds was tested in Maitland chick- 
embryo tissue cultures for capacity to stimulate or 
inhibit the growth of vaccinia virus. Of substances 
which are intermediate products of carbohydrate 
metabolism and increase the rate of oxygen uptake of 
tissues, succinic acid, sodium lactate, sodium pyruvate, 
sodium citrate, sodium glutamate, and sodium fumarate 
produced no significant effect. 2, 4-Dinitrophenol, 
which stimulates the respiration of tissues, was inhibitory 
in a concentration of 10-*. Enzyme inhibitors such as 
cyanide, azide, mepacrine, proflavine, and iodacetic acid 
either reduced or inhibited virus growth at a concentra- 
tion of 10-5. Malonic acid had less effect. Analogues 
of pantothenic and nicotinic acids (pantoyltaurine and 
pyridine-3-sulphonic acid) were without effect. Desthio- 
biotin was inactive but y-(3, 4-ureylene cyclohexyl) 
butyric acid stimulated growth of virus. Four substituted 
amino-acids (methoxinine, aminomethane - sulphonic 
acid, «-amino-isobutane sulphonic acid, and «-amino- 
phenylmethane sulphonic acid inhibited growth at a 
concentration of 10-*. Though benzimidazole, a purine 
antagonist, prevented multiplication, another, 5-amino- 
7-hydroxy-1l-y-triazolo[d]pyrimidine did not. Sodium 
sulphadiazine stimulated growth of virus, but p-amino- 
benzoic acid had no effect. Ascorbic acid decreased the 
rate of growth; 2-methylnaphthoquinone, benzoquinone, 
and hydroquinone were inhibitory. C. L. Oakley 


1537. Complement-fixing Antibodies of Lymphogranuloma 
Venereum in Mice: Their Development and Response to 
Sulfonamide Therapy 

M. H. WALL. Journal of Immunology [J. Immunol.) 55, 
353-361, April, 1947. 2 figs., 8 refs. 


) Complement-fixing antibody in mice after infection 
with the virus of lymphogranuloma venereum can usually 
; be detected 1 week after intracerebral infection, and always 
i after 2 weeks; a peak is reached at 3 to 5 weeks and a 
h high titre persists for at least 18 weeks. This is no 
doubt associated with the fact that virus can be recovered 
from infected mice at any time after the appearance of 
symptoms and throughout the period of recovery. 
Several commercial and other lymphogranuloma anti- 
gens prepared in chick embryos failed to give comple- 
ment fixation with sera against mouse-adapted virus. 
Mice given a sulphonamide after infection but before 
symptoms appear do not develop complement-fixing 
antibodies; those given a sulphonamide after infection 
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is established have low titres which can be further reduced 
by long-continued treatment. Virus can be recovered 
from treated animals, but ease of recovery depends on 
the duration of treatment. C. L. Oakley 


1538. Dissociation of Hemagglutinating and Antibody. 
measuring Capacities of Influenza Virus 

T. Francis. Journal of Experimental Medicine [J. exp, 
Med.) 85, 1-7, Jan. 1, 1947. 7 refs. 


It was previously shown that freshly isolated strains 
of influenza virus B, when used as antigen in chick red 
cell agglutination-inhibition (CCA-inhibition) tests with 
normal serum gave very high antibody titres, approaching 
those observed with immune serum—that is, some sub- 
stance was interfering with agglutination, thus mimicking 
the presence of influenzal antibody (Francis, Salk, and 

_Brace, J. Amer. med. Ass., 1946, 131, 275). This in- 
hibitory effect on agglutination was lost with most strains 
on passage by the allantoic route. As it has been found 
that mouse-pneumonia virus in lung suspension only 
exhibited the capacity to agglutinate mouse red cells 
after heating (Mills and Dochez, Proc. Soc. exp. Biol. 
N.Y., 1944, 57, 140), it was decided to study the effect 
of heat on influenza virus in CCA-inhibition tests. The 
viruses used in this study were various B strains in the 
form of allantoic fluid. Titrations were made by Salk’s 
method. The sera consisted of normal samples con- 
taining little or no antibody and immune samples removed 
after infection or vaccination. All sera were heated at 
56° C. for 30 minutes. In general, heating virus pre- 
parations at 56°C. for 30 minutes did not alter their 
haemagglutinating titre. However, when heated and 
unheated aliquots were used as antigen in CCA-inhibition 
tests a sharp disparity was observed. The unheated 
virus preparations gave antibody titres ranging from 
0 to 64 for normal sera, and 128 to 1,024 for immune 
sera. The heated preparations tested with the same 
normal sera gave apparent titres of 128 to 2,048. Thus, 
for some reason, when heated virus was used normal 
serum was able to inhibit agglutination to a marked 
degree. The increases in titre in the immune sera 
detected by heated antigen were not proportionate, and 
the impression was gained that the effect of both normal 
and immune sera tended to approach a limiting upper 
level. It is suggested that influenza virus has a complex 
antigen consisting of a heat-stable component and a 


_heat-labile component. The heat-stable component 


agglutinates red cells and reacts with specific antibody 
to prevent agglutination in CCA-inhibition tests. The 
heat-labile component reacts with, and neutralizes the 
effect of, a component of normal serum that tends to 
inhibit haemagglutination by virus. In the presence of 
the intact complex in unheated virus, especially after a 
number of allantoic transfers, the natural serum factor is 
countered by the labile component, and specific antibody 
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can be measured by its effect in preventing agglutination 
by the virus. If the labile component is absent, as may 
be the case in freshly isolated material or after heat 
treatment, the effect of the normal serum factor becomes 
evident, and obscures the measurement of specific 
antibody. The author states that “ at present, identifica- 
tion of the postulated reagents with other known activities 
has not been made ”. A. J. Rhodes 
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1539. Studies on Infection with Bacillus anthracis. 
L A Histopathological Study of Skin Lesions Produced by 
B. anthracis in Susceptible and Resistant Animal Species 
w. J. Cromartie, W. L. BLoom, and D. W. WaTSON. 
Journal of Infectious Diseases [J. infect. Dis.] 80, 1-13, 
Jan._Feb., 1947. 17 figs., 36 refs. 


Relatively susceptible animals (mice, guinea-pigs, 
rabbits) and relatively insusceptible animals (white rats, 
swine, dogs) were injected intracutaneously or sub- 
cutaneously with washed spores from a virulent (C.D.25) 
and a relatively avirulent strain of Bacillus anthracis; the 
Jocal lesions were examined at intervals thereafter for 
histological changes. Mice, guinea-pigs, and rabbits 
showed signs of an acute disease which terminated in 
death in 24 to 48 hours. Dogs and swine developed a 
more chronic disease from which they might have re- 
covered. The disease in rats depended on the infecting 
strain; C.D.25 produced the acutely fatal disease, while 
C.D.2 led to a more chronic infection. ; 

The local lesion in the acute infection was a soft 
diffuse swelling in the skin and subcutaneous tissue, 
infiltrated with gelatinous material and showing small 
central haemorrhages. The lesion in the chronic disease 
was a well-defined indurated area tending to necrose in 
the centre and reveal ulcers of varying size with reddish 
granular bases. Histologically, proliferation of organisms 
in the extracellular fluid occurred in all animals for 2 to 
4hours after injection. Associated with this the character- 
istic signs of acute inflammation appeared, with frag- 


mentation of the connective tissue of the corium and _ 


separation of the fragments by oedema fluid. After 
this, changes differed greatly in the susceptible and 
resistant animals. In the former most of the organisms 
continued to be encapsulated and to increase in number 
till the animal died; in the latter, the organisms appeared 
to lose their capsules after 2 to 4 hours, and to cease to 
multiply, while many in the extracellular fluid appeared 
to degenerate. Phagocytosis was seldom observed. If 
the organisms continued to grow the structural changes 
became more severe, though the number of leucocytes 
present was never large. In rabbits necrosis of the walls 
of small blood vessels and inflammatory infiltration 
were seen occasionally. Healing lesions showed evidence 
of epithelial regeneration and fibrosis with round masses 
of necrotic leucocytes. 

It is considered that though the extracellular fluid in 
the early stages of infection provides an excellent culture 
medium for B. anthracis the composition of the fluid in 
resistant animals may later undergo changes that bring 
about destruction of the organisms; the substances 


involved may be derived from disintegrating leucocytes. 
The inflammatory changes caused by the infection are 
supposed to be due to diffusible substance produced by 
the organism. C. L. Oakley 


1540. Studies on Infection with Bacillus anthracis. 
II. The Immunological and Tissue Damaging Properties 
of Extracts Prepared from Lesions of B. anthracis 
Infection 

W. J. Cromartie, D. W. Watson, W. L. BLoom, and 
R. J. Heckiey. Journal of Infectious Diseases |J. infect. 
Dis.| 80, 14-27, Jan.—Feb., 1947. 23 figs., 10 refs, 


Rabbits infected intracutaneously in the flanks with 
10° spores of Bacillus anthracis strain C.D.24 developed 
a local lesion and became moribund in 72 to 96 hours. 
The animals were then killed, and the skin lesions cut 
into strips and immediately frozen to —72°C. There- 
after the strips were partially thawed, finely minced, and 
extracted with cold (5° C.) 0-85% saline for 24 hours 
the mixture was then filtered through muslin and the 
residue washed with cold saline; the liquid was filtered 
through paper and finally candled. 

Animals injected intracutaneously with these saline 
extracts showed tissue changes (apart from the absence 
of B..anthracis) comparable with those occurring in 
animals infected intracutaneously with anthrax spores. 
In animals injected subcutaneously with three doses of 
extract at weekly intervals there was a greatly altered 
response to injection of anthrax spores. Rabbits were 
protected against 10 to 100 lethal doses of spores in- 
jected intracutaneously and against at least two lethal 
doses inspired; in guinea-pigs and mice death was 
markedly delayed. In rabbits and guinea-pigs surviving 
infection the macroscopical and microscopical changes 
resembled those seen in resistant animals; in mice 
which survived there were no gross lesions, but the 
microscopical changes were similar to those seen in 
rabbits and guinea-pigs. C. L. Oakley 


1541. Studies on Infection with Bacillus anthracis. 
It. Chemical and Immunological Properties of the Pro- 
tective Antigen in Crude Extracts of Skin Lesions of B. 
anthracis 

D. W. Watson, W. J. CRoMARTIE, W. L. BLoom, G. 
Keceves, and R. J. Journal of Infectious 
Diseases [J. infect. Dis.] 80, 28-40, Jan.—Feb., 1947. 
4 figs., 28 refs. 


Electrophoretic examination of crude saline extracts 
of Bacillus anthracis \esions in rabbits shows that the 
inflammatory and immunizing factors referred to in 
Abstract 1540 are distinct. The inflammatory factor is 
readily precipitated by calcium phosphate under con- 
trolled conditions, while the immunizing factor is not. 
The latter is associated with an invisible component 
migrating between the y- and £-globulins; it is destroyed 
by heating at 57° C. for 20 minutes and by digestion with 
trypsin; it is not destroyed by formalin in a final con- 
centration of 1% and keeps well when dried from the 
frozen state. It can be purified by precipitation with 
ethanol. There is evidence that natural resistance plays 
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some part in preventing extension of anthrax infection, 
as distinct from the animal’s capacity to produce anti- 
body. Serological studies on hyperimmune rabbit sera 
failed to show any correlation between complement 
fixation or precipitin reaction and protective antibody, 
nor was protective antibody removed by treatment with 
extracts containing the immunizing factor. 

C. L. Oakley 


1542. Studies of Infection with Bacillus anthracis. 
IV. Preparation and Characterization of an Anthracidal 
Substance from Various Animal Tissues 


'W. L. BLoom, D. W. Watson, W. J. CROMARTIE, and 


and M. Freep. Journal of Infectious Diseases [J. infect. 
Dis.| 80, 41-52, Jan.—Feb., 1947. 11 figs., 21 refs. 


Extracts of rabbit leucocytes, rabbit caecum, dog 
leucocytes, dog caecum, dog thymus, swine pancreas, 
swine thymus, beef pancreas, and beef thymus have 
marked anthracidal properties, as shown by their capacity 
to reduce the oxygen uptake and viable count of standard 
cultures of Bacillus anthracis. The effect is not due to 
heat-stable, acid-stable enzymes, to lysozyme or ribo- 
nuclease, or to a combination of the last two. Purified 
preparations were obtained from calf thymus by the 
following technique: 


Material trimmed free of fat and ground in a coarse meat 
grinder is extracted in an equal volume of 0-25 N/H,SO, for 
4 days at room temperature and then filtered through 
cheese-cloth. The pH is adjusted to 3-5 with 5N/NaOH and 
the solution heated to 90°C. in a boiling water bath and 
retained at that temperature for 5 minutes. The solution is 
‘cooled to room temperature, the flocculent precipitate re- 
moved by filtering through paper, and the filtrate mixed 
with 14 volumes of acetone at 5° C., with constant stirring. 
The precipitate is allowed to settle for 4 hours, filtered off 
through 613 Eaton and Dikeman paper, resuspended in 
one-tenth of the original volume of 0-85% saline, dialysed 
for 40 hours against distilled water and adjusted to pH 7:0 
with N/NaOH. After filtration through paper and light 
centrifugation the supernatant is sterilized by Seitz filtration. 
The extracts could be further purified by precipitation first 
with 20°, ethanol and then with 40% ethanol, most of the 
activity remaining in the supernatant. Such supernatants 
after removal of ethanol by vacuum distillation can readily 
be dried from the frozen state. Chemical and electrophoretic 
examination of these products showed them to be highly 
basic polypeptides containing 29-3% of lysine. 


The preparation protected 48°, of animals infected 
with anthrax spores and ‘treated 4 hours before and 
4 hours after with anthracidal extract against 100 lethal 
doses of spores. Animals treated with saline were not 
protected at all. The lesions in extract-treated un- 
protected mice were like those in untreated mice, but 
were of rather firmer consistency and were smaller in 
size. It is suggested that substances similar to the 
anthracidal extracts are elaborated by degenerating 
leucocytes during the early stages of anthrax infection 
in resistant animals. C. L. Oakley 


1543. Studies on Tularemia. III. Immunization of Mice 
L. L. Cortett, C. M. Downs, and M. P. CLapp. Journal 
of Immunology [J. Immunol.] 56, 245-253, July, 1947. 
2 figs., 6 refs. 
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1544. On the Mechanism of Paralysis Resulting from 
Toxin of Clostridium botulinum. The Action of the 
Toxin on Acetylcholine Synthesis and on Striated Muscle 
C. Torpa and H. C. WoxrFr. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 89, 320. 
324, April, 1947. 16 refs. 


Experiments were performed to determine whether or 
not the curare-like effect of the toxin of Clostridium 
botulinum was due to such different mechanisms as the 
prevention of the action of acetylcholine on striated 
muscle, or the inhibition of acetylcholine synthesis. 
For the purpose of the first investigation frog muscle 
was immersed in a solution containing the toxins of 
Cl. botulinum (A and B) in concentrations ranging from 
1 to 100 LD 50 and 10,000 LD 50 per 100 ml. of Ringer’s 
solution. The results showed that the response of striated 
muscle to acetylcholine was not modified by low con- 
centrations of the toxins but was moderately increased 
by high concentrations. Further, when solutions of 
d-tubocurarine were employed the response of the 
muscle was decreased. 

For the investigation of the second effect various 
mixtures containing different amounts of the toxins, 
minced and homogenized fresh frog brain, and physo- 
stigmine salicylate were shaken and incubated aerobic- 
ally and anaerobically. After incubation the amount 
of acetylcholine synthesized was assayed biologically 
on the sensitized rectus abdominis muscle of the frog. 
In general it was found that with the minced brain pre- 
parations the amount of acetylcholine produced decreased 
by 20%, and still more so in the mixtures containing 
homogenized brain. In a further series of experiments 
with mouse brain, to determine whether the activity of 
the enzyme obtained from brain of warm-blooded animals 
modified the result, a similar decrease was noted. It 
would appear likely that the paralytic action of the toxin 
of Cl. botulinum is produced mainly by decreasing the 
acetylcholine synthesis. J. Smith 


1545. Studies on Streptococcal Fibrinolysis. V. The in 
vitro Production of Fibrinolysin by Various Groups and 
Types of Beta Hemolytic Streptococci; Relationship to 
Antifibrinolysin Production 

COMMISSION ON ACUTE RESPIRATORY Diseases. Journal 
of Experimental Medicine [J. exper. Med.} 85, 441-457, 
May 1, 1947. 21 refs. 


In order to compare the fibrinolytic properties of 
B-haemolytic streptococci the authors devised a quanti- 
tative test. Serial dilutions of the supernatant fluid of 
broth cultures incubated overnight were prepared, and 
the fibrinolysis test was carried out with these under 
standard conditions. The results with different strains 
were constant and reproducible. The titre of fibrinolytic 
activity was taken as the highest dilution which lysed the 
clot after 60 minutes’ incubation in the water-bath at 
37°C. Groups A, C, and G were found to be fibrino- 
lytic and, in addition, a few strains of groups B and F. 
Though the titre varied within the group (sometimes 
considerably), the medium titre for group A was 117 and 
for groups C and G, 61 and 20 respectively. Further- 
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more, differences in fibrinolytic capacity were shown to 
exist among the different types of group A, types 1, 3, 
and 24 producing small amounts of fibrinolysin, types 
5, 6, 17, 19, and 30 moderate amounts, and types 12 and 
14 large amounts. [It should be stressed that these are 
group characteristics only, considerable variation 
occurring within the same type.] The fibrinolytic 
capacity of streptococci did not vary with their source 
(carrier or infected person). A distinct relation was 
found to exist between the anti-fibrinolysin response of 
the patient and the fibrinolytic activity of the infecting 
strain. Thus 73% of the patients infected with organisms 
producing large amounts of fibrinolysin exhibited a 
specific response, whereas 23% of the patients infected 
with strains producing no fibrinolysin in vitro developed 
antibodies during convalescence. The authors adduce 
some evidence to show that the latter strains did in fact 
produce some fibrinolysin in vivo, though not under the 
standard conditions of their in vitro test [thereby 
diminishing the value of their conclusions]. 
R. Salm 


1546. Comparative Action of Bromine and Iodine on 
Toxic Enzymes of Staphylococcus aureus and Strep- 
tococcus pyogenes 

H. Farkas. Journal of Bacteriology [J. Bact.] 53, 401- 
406, April, 1947. 5 refs. 


The author has compared various concentrations of 
iodine and bromine with regard to their inhibitory effect 
on coagulase, haemolysin, and fibrolysin obtained from 
filtrates of staphylococci and streptococci. She has also 
tested their effect on the spreading factor (hyaluronidase) 
obtained from bull’s testes. In general the findings 
showed, as would be expected, that lower concentrations 
of bromine than iodine were required for the inactiva- 
tion of the enzymes under test. One experiment was 
devoted to a comparison of the activity of iodine and 
bromine on the coagulase of Streptococcus pyogenes ””’, 
where it was found that bromine instead of being the 
more active agent was actually five times weaker than 
iodine. 

[Streptococcal coagulase is not familiar to the abstracter 
and it is not therefore possible to comment on this 
irregular result.] H. J. Bensted 


1547. Studies on Hemolytic Streptococci. 


A. C. Evans. Journal of Bacteriology [J. Bact.) 53, 
489-496, April, 1947. 18 refs. 


The author, in continuing her studies of B-haemolytic 
streptococci, has compared their fermentation and 
agglutination reactions with the passive-protection test 
in mice. The study is still incomplete, but she finds that 
she can correlate the results of these three tests for 
purposes of classification. Thus, in Group A, five 
subgroups are designated according to the fermentation 
reactions with lactose, mannitol, and salicin; the majority 
of strains belonging to any particular Griffiths-type can 
be so classified. The passive-protection mouse test 
Suggests an immunological grouping which shows a 


IX. Differen- 
tiation of Species in Streptococci of Group A 
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fairly close relation to the fermentation reactions, except 
in the so-called lactose-deficient group. The author 
designates Griffiths-type 10 Str. scarlatinae and type 3 
Str. potens and accepts them as well-defined species. 
The three remaining species in Group A are provisionally 
called Str. pyogenes, Str. epidemicus, and Str. alactosus 
(lactose deficient) pending further studies. The relation 
of the pyogenes, epidemic, and lactose-deficient strains 
of Group A to Group C is again discussed. 

[It is doubtful if British workers will accept this method 
of classification. The restriction of the name Sfr. 
scarlatinae to a single Griffiths-type suggests that scarlet 
fever can be caused by only one type, which is contrary 
to modern epidemiological findings.] 

H. J. Bensted 


1548. Longevity of Bacillus anthracis Spores and Con- 
servation of their Pathogenic and Antigenic Properties. 
(De la longévité des spores du bacillus anthracis et de la 
conservation des pouvoirs pathogéne et antigéne) 

E. Nove and T. Rew. Schweizerische Zeitschrift fiir 
Pathologie und Bakteriologie [Schweiz. Z. Path. Bakt.] 
10, 180-192, 1947. 23 refs. 


Spores of two strains of Bacillus anthracis which had 
been dried on filter paper gave normal growth 35 and 
45 years later. The spores of the strain which had been 
dried in 1901 form smooth colonies. It is avirulent but 
still retains its full immunising properties. The other 
strain is rough (normal) and shows full virulence.— 
[Authors’ summary.] 


1549. Action of Substituted Salicylaldehydes on Bacteria 
and Fungi 

L. C. FeLTon and J. H. BREWER. Science [Science] 105, 
409-410, April 18, 1947. 4 refs. 


In an investigation of a series of substituted salicyl- 
aldehydes it was found that 3-5-dibromsalicylaldehyde 
possessed marked fungicidal and bactericidal activity. 
Inhibition against staphylococci was produced in a 
dilution of 1 in 64,000 without serum and 1 in 4,000 in 
the presence of serum. Against Shigella shigae the © 
minimal effective dilution was 1 in 4,000 and against 
Pseudomonas aeruginosa 1 in 500. It had a fungistatic 
activity against Trichophyton mentagraphytes at a dilution 
of 1 in 20,000. The compound was made soluble by 
an excess of borax. R. Wien 


1550. The Antibacterial Properties of Sulfur 

J. T. WeLtp and A. GuNTHER. Journal of Experimental 
Medicine [J. exper. Med.) 85, 531-542, May 1, 1947. 
2 figs., 17 refs. 


Sulphur was found to inhibit the growth of several 
Gram-positive organisms — especially Staphylococcus 
aureus and Pneumococcus—and of certain dermatophytes, 
in most cases in dilutions ranging from 1 in 500 to 1 in 
2,000. The activity of the preparations used was directly 
proportional to their sulphur content. The inhibitory 
effect was due to prolonged bacteriostasis. There was 
no evidence of true bactericidal action. R. Salm 


| | 
rom 
the | 
| 
ogy 
20- 

Or 
ium 
the f 
ited 
Sis, 
scle 
of 
on 
er’s 
ited 
on- 
sed 
of 
the 
ous 
ins, 
unt 
ally 
Og. 
sed 
ing 
nts 
of 
rals 

It 
xin 

the 
h 
in 
and 
to 
‘nal 
of 1 
of 
ind 
der 
‘ins 
tic 
the 

at 
no- 

F. 
ind 
er- 


1551. 
Sulfamethylthiazole from the Rectum of Infants. [In 
English] 

A. Sass-KortsAK and J. SzENAsy. Paediatria Danu- 
biana [Paediat. danub.] 1, 341-349, June, 1947. 8 refs. 


Absorption of Sulfanilamide, Sulfapyridine and 


Experiments were carried out on healthy infants from 
3 to 21 months of age; some were breast-fed, some were 
on a mixed diet, and others were artificially fed. Sul- 
phonamides were administered in suppositories contain- 
ing 0-3, 0-5, and 1 g. of the drug. Each infant was given 
One suppository every 4 hours. Two hours after the 
introduction of the suppository blood was taken from 
the tip of the finger or from a vein to determine the 
sulphonamide level. Sulphamethyithiazole was also 
given in solution per rectum; the blood was taken for 
sulphonamide estimation half an hour after the injection. 

When sulphamethylthiazole was given in suppository 
form in doses varying from 0-15 to 1 g. per kilo body 
weight within 12 hours, the blood level exceeded 0-5 mg. 
per 100 ml. in only 1 case. When the drug was given in 
solution in doses of 100 mg. per kilo body weight. the 
blood level did not exceed 0-5 mg. per 100 ml.; in doses 
of 200 mg. per kilo body weight, levels of 0-5 to 1 mg. per 
100 ml. were reached; when three doses of 200 mg. per 
kilo were used at 4-hourly intervals the blood level rose 
to 1-15 mg. per 100 ml. after the third dose. When 
sulphapyridine was given in doses varying from 0-15 to 
0-91 g. per kilo body weight the blood level never exceeded 
0-5 mg. per 100 ml. With sulphanilamide in doses of 
0-12 to 0-75 g. per kilo body weight blood levels up to 
3-4 mg. per 100 ml. were found. In all, thirty-four 
experiments were performed. It is concluded that the 
blood level of a sulphonamide necessary for therapeutic 
purposes cannot be attained in this manner. 

F. A. Langley 


1552. Examinations on the Duration of the Period of 
Lactation and its Dependence on the Age of the Mother 
and other Factors. [In English] 

G. HerRuitz. Acta Paediatrica [Acta paediatr., Stockh.] 
34, 234-248, July 1, 1947. 13 refs. 


An investigation was carried out on 4,084 infants 
attending a Stockholm Child Welfare Centre in 1939. 
The length of time during which a baby was breast-fed 
was divided into two periods, that in which the baby was 
given breast milk only and that in which the baby con- 
tinued to be partly breast-fed and received also cow’s 
milk and other food. The sex of the child had no 
significant influence on the suckling time in either group, 
nor had birth weight if weights under 2,500 g. were 
excluded. Older mothers were found to continue 
breast-feeding to some extent longer than younger ones; 
this was partly due to the fact that the older group of 
mothers included a greater number of multiparae. 


Paediatrics 


However, younger mothers tended to feed their babies 
at the breast alone for a longer time—that is, weaning was 
started later. The older mothers tended to compensate 
for this by prolonging their total lactation time. 

It was noted that there was a higher mortality among 
children over 2 months old who were not under super. 


“vision (controlled) at the welfare centres; it is suggested 


that this may be due in part to the curtailment of the 
suckling period in this uncontrolled group. 
A. G. Watkins 


1553. In-patient Treatment of the Maladjusted Child 
E. G. W. BARKER and W. L. MILLIGAN. British Medical 
Journal (Brit. med. J.] 1, 805-807, June 7, 1947. 1 ref, 


The problem of dealing with the maladjusted child is 
largely a sociological one, but it will not be solved until 
there is integration of the medical and social services, 

The commonest cause of maladjustment is the faulty 
attitude of a parent or both parents; where they fail to 
co-operate, child guidance is of no avail, and it becomes 
essential to remove the child from the home environment. 
This is also necessary when the child’s behaviour is 
grossly disturbed. 

The Mental Health Service at Portsmouth, England, 
has made provision for in-patient treatment of such 
children at St. James’s Hospital. Since 1940, 125 
children have been admitted, more boys than girls. The 
ages varied between 4 and 15 years. The average period 
in hospital was 4 months. Apart from a small group of 
backward children, the average intelligence was about 
normal, although many were educationally retarded on 
admission. The majority of the children were admitted 
after treatment at child guidance clinics had failed, 
while some came through the Magistrate’s Court and 
others from St. James’s Hospital out-patient clinic. In 
a small number billeting by the local authority in hostels 
or foster homes had proved unsuccessful. All cases 
were admitted with a provisional diagnosis of maladjust- 
ment. After a period of observation the psychotic 
types were treated and the backward children placed | 
elsewhere, while the epileptics were allowed to retum 
home and attend as out-patients or were placed in a 
colony. A small number were suffering from organic 
disease of the nervous system. 

A common combination of symptoms was stealing 
with enuresis, often associated with running away from 
home. Another common syndrome was aggressive 
behaviour with destructiveness and tantrums. Some 
showed sexual misdemeanours, while older children 
exhibited panic attacks. Very few children came from 
normal homes. There was a positive correlation 
between stealing with enuresis and rejection by the 
parent, and also between sex misdemeanours and the 
immoral life of a parent. 

Because of the wide range of age, daily lessons by 4 
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qualified teacher did not prove satisfactory, so for the 
past year the children have attended the local schools. 
After a thorough physical overhaul general treatment was 
instituted. This attempted to provide a secure back- 
und to the lives of these children. Play therapy was 
widely utilized, with talks and discussions for the older 
children. The parents were invited to attend regularly 
for interviews, because where the parents were ready to 
shelve their responsibilities the children relapsed quickly 
on returning home. An attempt was made to return the 
child to his normal environment gradually—by group 
parole, days out with relatives or friends, and week-end 
leave. About 6% of the children went to mental defec- 
tive colonies or special schools, while 14% were placed in 
foster homes. Some 80% benefited so much from in- 
patient treatment that they were able to return home, in 
spite of the fact that the majority of these had received 
previous child guidance treatment with little improvement 
in their condition; 16% showed some improvement, 
while 4°, were not improved by in-patient treatment. 
Beryl Bevan 


1554. Postacidotic State of Infantile Diarrhea: Symptoms 
and Chemical Data. Postacidotic Hypocalcemia and 
Associated Decreases in Levels of Potassium, Phosphorus 
and Phosphatase in the Plasma 

§. Rapoport, K. Dopp, M. CLarkK, and I. Sy 
American Journal of Diseases of Children |Amer. J. Dis. 
Child.] 73, 391-441, April, 1947. 105 refs. 


A report is made on the signs, symptoms, and chemical 
changes in infants with diarrhoea during acidosis and 


after recovery from acidosis. The authors recognize 
two phases in the illness: “* (1) the phase of acidosis and 
dehydration, during which losses of extracellular and 
intracellular ions and fluids occur, and (2) the post- 
acidotic phase, during which, after correction of deficits 
of extracellular ions, depletion of the non-extracellular 
ions ensues because of avid uptake of these ions by soft 
tissues and bone. Plasma depletion of these ions is 
attended by pronounced signs and symptoms ”’. 

Some 58 infants were studied, and records are given of 
their clinical condition and the chemical changes in their 
plasma during the two phases. A small series of 6 was 
studied more extensively. The change in calcium content 
of the plasma is particularly stressed, normal levels 
(above 9 mg. per 100 ml. of plasma) being found during 
the phase of acidosis with a fall of from 1 to 4-5 mg. per 
100 mi. plasma during the post-acidotic phase in the 
presence of a normal alkali reserve. This hypocalcaemia 
may occur at times varying from 1 hour to 4 days after 
the initial state of acidosis, and is not influenced by the 
serum protein level or by the method of therapy employed 
to correct the acidosis. Factors favouring the develop- 
ment of hypocalcaemia are: prematurity, malnutrition, 
recurrent or protracted diarrhoea, and pronounced 
retention of non-protein nitrogen. Similar variations 
occur in phosphorus, potassium, and phosphatase values 
in plasma during these phases and it is presumed that 
the post-acidotic state represents a reaction of recovery 
from acidosis. It is conditioned and determined by the 
severity and duration of the preceding acidotic phase of 
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diarrhoea, which has produced a negative balance of 
electrolytes—not only of the mainly extracellular sodium, 
chloride, and bicarbonate ions but also of the intracellular 
potassium, calcium in inorganic form in bone, and 
phosphorus in soft tissue and bone. 

The post-acidotic phase often starts with a sudden 
diminution in the diarrhoea; the child is probably well 
hydrated or even oedematous and the skin is paler than 
would be expected from the haemoglobin level. The 
face is swollen, pale, and expressionless, and the abdomen 
is distended; the respirations are uneven; the child may 
be irritable when handled, with slightly stiff limbs and 
exaggerated reflexes. Anorexia is marked and there 
may be pyrexia. In severe cases the face is mask-like, 
the abdomen greatly distended, cardiac function deranged, 
and respiration impeded; occasionally the classical 
picture of tetany is seen. Haemorrhages may occur in 
bowel, kidneys, or brain. 

Much of this clinical picture could be explained by 
hypocalcaemia, and treatment by calcium therapy was 
therefore instituted. Calcium chloride, 3 g. orally, was 
given daily for 2 to 5 days, premature babies and infants 
under 1 month receiving 2 g. daily. A 10% solution was 
used diluted at least four times with food or isotonic 
saline to minimize the risk of haematemesis. The daily 
total was given in four divided doses for the same reason. 
In emergency an intravenous solution of 1% calcium 
chloride or 2% calcium gluconate in isotonic saline was 
given, but there is considerable risk of cardiac arrest and 
local gangrene when the intravenous route is employed. 
Correct timing of therapy was found to be essential to 
prevent the occurrence of the complete post-acidotic 
syndrome, and where this had already developed calcium 
was found to be effective in reducing oedema, pyrexia, 
and the haemorrhagic tendency. Convulsions ceased in 
some cases and were minimized in others, and the heart 
action returned to normal. Eveline A. Bishop 


1555. Asthma in Children. Treatment with the Radium 
Nasopharyngeal Applicator 


’ A. T. Warp, S. Livincston, and D. A. Morrat. Journal 


of the American Medical Association [J. Amer. med. Ass.] 
133, 1060-1062, April 19, 1947. 2 refs. 


This is a preliminary evaluation of the effect of irradia- 
tion of the nasopharynx on asthma in children. An 
earlier study is quoted in which a large number of children 
requiring tonsillectomy and adenoidectomy were treated 
by irradiation (instead of surgery owing to shortage of 
hospital beds), and in ‘those who had suffered from 
asthma the frequency and severity of attacks were 
reduced. 

In the present survey 34 children under 14 years were 
studied. They were selected on two grounds only: a 
history of recurrent asthma and a nasopharynx contain- 
ing masses of adenoids or of lymphoid tissue. The 
majority had had asthma for 2 years or longer, and 
16 (47%) had had tonsils and adenoids removed. A 
complete medical history of each patient was obtained; 
clinical, radiological, intracutaneous allergy, and other 
examinations were carried out in all cases. Environ- 
‘mental factors were studied by a trained social worker. 
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Each child was treated by application of 2-gramme- 
minutes of radon to each side of the nasopharynx monthly 
for from two to six treatments (average four). Lymphoid 
tissue completely disappeared in 23 cases; in 11 some 
remained. After irradiation many patients complained 
of sneezing and nasal discharge for 12 to 48 hours. In 
some cases asthma, occasionally severe, developed several 
days after the first or second irradiation. In expert 
hands the treatment is simple and free from danger. 

The patients have been observed for periods varying 
from 6 months to 4 years. Fifteen children (44%) are 
completely relieved; 5 (15%) have only occasional mild 
attacks; in 3 (9%) the number and severity of attacks 
have been reduced by about 50%; and 11 (32%) have not 
benefited. The unsuccessful cases were those in which 
lymphoid tissue was not completely eliminated. In this 
group of patients examination also suggests that failure 
to relieve the asthma was due to presence of hyper- 
secreting turbinates or a deviated septum causing nasal 
congestion. 

[The history of the treatment of asthma by evisceration 
of the nasopharynx is a gloomy one. A much larger 
series of cases, more critically assessed, would be required 
to justify general adoption of the treatment advocated 
in this paper.] C. E. Donaldson 


1556. A Cause of Rapid and Unforeseen Death of Infants : 
Milk Embolism in the Lung. (Sur une cause de mort 
rapide et imprévue du nourrisson: I’embolie de lait dans 
le poumon) 
J. Marie, P. Serince, and S. HEBerT. Semaine des 
Ho6pitaux [Sem. Hép., Paris] 23, 1335-1342, May 28, 
1947. 7 figs., 3 refs. 


In the 3 cases described in this paper the deaths of 
the infants were attributable, in the authors’ opinion, 
to inhalation into the air passages of milk regurgitated 
from the stomach. A child of 5 months had suffered 
from birth from a bulbar palsy with disordered swallow- 
ing, phonation, mastication, and palatal movements; 
in hospital the infant suddenly developed a very acute 
aspiration bronchopneumonia and died in a few hours. 
The second and third infants, each under 1 month old, 
were found dead in hospital without apparent cause. 

In each case the lungs showed histological evidence of 
patchy bronchopneumonia of very acute type, distin- 
guished by the presence in bronchioles and alveoli in 
the affected areas of foreign material staining readily 
with fat stains. Such a histological picture could be 
exactly reproduced by the intratracheal injection into a 
guinea-pig of a few ml. of milk, the animal being killed 
15 minutes after this procedure. Evidence of a vital 
reaction to the foreign material (compensatory 
emphysema, cellular reaction, and alveolar exudate) in 
the affected bronchopulmonary segments led the authors 
to conclude that the milk had found its way into the 
bronchial tree during life, and that its presence there was 
not due to post-mortem regurgitation. They suggest 
that this event is a not uncommon cause of sudden 
death in apparently healthy infants, and 3 further case 
histories are briefly quoted. In some cases reflex laryn- 


geal spasm brought about by intratracheal inhalation 


may be sufficient to cause death from asphyxia, 
advise, therefore, that babies under 2 months old should 
not lie horizontally in their cots, especially if they have a 
tendency to vomit, but should be propped semi-vertically 
with pillows. M. MacGregor 


1557. Fresh and Conserved Blood Transfusion in 

I. Effect of Fresh and of Conserved Citrated Blood on 
Erythrogenesis. II. Effect of Fresh and of Conserved 
Citrated Blood on the Nitrogen Balance of the Organism, 
(Ober die Bluttransfusionen mit frischem und kon. 
serviertem Blut im Sduglingsalter. I. Uber den Einfluss 
des frischen Blutes und des konservierten Zitratblutes auf 
das rote Blutbild. II. Uber den Einfluss des frischen 
Blutes und des konservierten Zitratblutes auf die 
Stickstoffbilanz des Organismus) 

N. HALLMAN. Acta Paediatrica [Acta paediatr., Stockh,] 
34, 121-146, March 15, 1947. 67 refs. 


Sixty-five blood transfusions of 9 to 22 ml. per kilo 
body weight, either homologous or of Group O but 
rhesus-unselected, were given to 26 infants, 19 of whom 
were convalescent from infections; 5 had anaemia of 
prematurity, 1 nutritional anaemia, and 1 congenital 
syphilis. The blood used was fresh and uncitrated, 
fresh citrated, or preserved citrated blood, and haemo- 
globin and erythrocyte levels were determined before, 
and daily for 14 days after, transfusion. 


| Number of observa- | 
tions with rise in 
Number haemoglobin after % 
Type of blood of | transfusion Reac- 
observa- tions 
tions 
(on Ist day| on 14th | 
day | 
Fresh, not citrated 13 12 11 | 0 
Citrated, less than 
1 day old “ 13 12 11 11 
Citrated, 1 to 3 
days old ee 7 6 6 | 
Citrated, 4 to 8 | 
days old 21 7 8 17-1 
Citrated, 9 to 14 
daysold . .. 5 2 1 | 


The nitrogen balance of 10 of these infants was 
studied for periods before and after transfusion. With 
fresh blood, whether citrated or not, 55 to 101% of.the 
nitrogen in the transfused blood was retained; but with 
citrated blood preserved for 5 to 14 days retention was 
between —40 and —16%—that is, transfusion appeared 
to increase protein breakdown. G. Discombe 


1558. Aetiological Analysis of Cases of ‘‘ Pertussis 
Brain”. [In English] 

K. FRANK. Paediatria Danubiana [Paediat. danub.} |, 
332-337, June, 1947. 10 refs. 


Convulsions are a serious complication of whooping- 
cough. The pathology of convulsions occurring in 38 
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cases Of whooping-cough (23 fatal) is analysed; intra- 
canial haemorrhage was present in 2 cases, tetany of 
gasmophilic (rachitic) origin in 8, serous meningitis in 
3 meningismus in 2, encephalitis in 12, and encephalosis 
a 6. Encephalitis is diagnosed on the occurrence of 
ch symptoms as somnolence or excitedness, meningeal 
symptoms, convulsions not relieved by lumbar puncture, 
tremor, and local paralyses and on the findings in the 
cerebrospinal fluid. In such cases the sugar and albumin 
evels in the cerebrospinal fluid are often raised. It may 
happen that on the first day of clinical symptoms the 
concentrations of these substances appear normal with 
the usual tests; in such cases Ujsdghy’s «-naphthol 
method for determination of sugar and lactic acid (Klin. 
Wschr., 1938, 17, 1656) may reveal an abnormal cere- 
brospinal fluid. Of the patients with encephalitis 80% 
die. The author states that “ if the condition described 
above presents itself with less alarming cerebral symptoms 
it is termed encephalosis’’. In the cerebrospinal fluid 
the concentration of albumin is normal but that of sugar 
js raised and Ujsaghy’s test is positive. This condition 
is mostly benign. The author quotes Spatz and Husler 
(Z. Kinderheilk., 1924, 38, 428) for the view that ence- 
phalitis associated with whooping-cough is not ence- 
phalitis within the strict meaning of the term, the 


~degenerative necrobiotic alterations found at necropsy 


being chiefly consequences of circulatory disturbances; 


' such changes can be seen at necropsy as a result of lead 


or arsphenamine poisoning. F. A. Langley 
1559. Still’s Disease and Purpura Rheumatica. (Morbo 
di Still e peliosi reumatica) 

G. ForFANI. Archivio per le Scienze Mediche [Arch. Sci. 
med.} 83, 148-168, March, 1947. 63 refs. 


A case of Still’s disease is described. Administration 
of sulphonamides was followed on 3 separate occa- 
sions by purpura, both cutaneous and abdominal. 
Following the third attempt at treatment the purpura 
recurred on several occasions without any apparent cause. 
During each exacerbation the joint pains disappeared, 
returning when the purpura ceased. The condition of 
the joints continued to improve independently of these 
attacks. The purpura was accompanied by an erythro- 
cytosis and a relative increase in plateiets. Ten months 
after the last purpuric episode the joint condition 
appeared to be quiescent, residual ankylosis existing in 
2 joints. J. G. Jamieson 


1560. Erythema Infectiosum 
M. J. Fox and J. M. Crark. American Journal o 
Diseases of Children [Amer. J. Dis. Child.] 73, 453-457, 
April, 1947. 3 figs., 14 refs. 


The authors define erythema infectiosum as an acute 
infectious disease found usually in children and character- 
izd by an evanescent rose-red morbilliform eruption 
which spreads rapidly from the face to the limbs, with no 
other symptoms. They report a recent epidemic of 22 
cases in Milwaukee. The disease, thought to be due to 
a virus, usually runs its course in from 6 to 10 days. The 
incubation period is probably about 2 weeks. The first 
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symptom is a flushed face; as the exanthem is most 
dense and conspicuous in the region of the glabella 
and under the eyes circumoral pallor may be simulated. 
In a few days the rash fades from the face to become 
generalized over the whole of the body except the palms 
and the soles. Large blotches may appear, particularly 
on the extensor surfaces of the arms and the legs. The 
entire course of the disease is afebrile. The exanthem 
changes in colour with temperature, emotion, or direct 
irritation such as rubbing. Desquamation is rare. 
Erythema infectiosum has been most often confused 
with measles. It is assumed to be spread by droplets 
and the incidence is highest in the age group of 3 to 12 
years. Palliative treatment is all that is indicated. 
Jas. M. Smellie 


1561. Histoplasmosis in Infancy. Report of a Case in an 
Infant, with a Brief Clinicopathologic Review 

A. M. Iams and H. M. KeitH. Journal of Pediatrics [J. 
Pediat.] 30, 123-128, Feb., 1947. 7 figs., 9 refs. 


Histoplasmosis is caused by a fungus of the genus 
Posadasia. In tissues it exists as a thick encapsulated 
yeast cell, 1 to 5 microns in diameter, and is usually 
found in the large mononuclear reticulo-endothelial cells. 
Since 1906, 88 cases have been reported, the majority 
from the Mississippi River basin. The clinical picture 
in infants differs from that in adults. The clinical 
findings in infants may be grouped into: (1) fever and 
loss of weight, hypochromic normocytic anaemia, 
splenomegaly, hepatomegaly, and (2) leucopenia or a 
normal leucocyte count, lower respiratory infection, 
gastro-enteritis, lymphadenopathy, dermatitis, and upper 
respiratory infection. If a patient presents all the 
symptoms of group 1 and one or more of group 2 
histoplasmosis should be considered a definite possibility. 
Diagnostic procedures useful in histoplasmosis are: 
biopsy of bone marrow, liver, and spleen, examination of 
thick blood smears and blood cultures, and intradermal 
tests with histoplasmin. 

The case is reported of a female child who was 
apparently healthy until she was 6 months old, when she 
developed icterus with pyrexia and hepatomegaly. 
Two months later she had rales at the left lung base 
and splenomegaly. Chest radiography was negative. 
The blood picture was suggestive of aplastic anaemia. 
Pyrexia continued until at the age of 7 months the infant 
was admitted to hospital. She then appeared chronically 
ill. The liver and spleen were enlarged to 5 cm. below 
the costal margin. There were no other abnormal 
physical findings. The flocculation test for syphilis was 
negative. Radiographs of thorax, head, and long bones 
were all normal. The blood showed hypochromia, 
macrocytic anaemia, and leucopenia. Bone-marrow 
examination revealed Histoplasma capsulatum in mature 
neutrophils, in an occasional monocyte, and in many 
reticulo-endothelial cells, in some of which as many as 
twenty were present. One eosinophil and an occasional 
megalokaryocyte also contained the organisms. Many 
free organisms were also found. Histoplasmin dermal 
tests gave no reaction in 48 or 72 hours. The authors 
state that “* this is not the experience of several authors on 
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the literature . . . but duplicates previous experience at 
the Mayo Clinic in an unreported case”’. The infant’s 
mother gave a positive skin reaction in 48 hours though 
no clinical signs of histoplasmosis were seen in her. 
No adequate explanation for this is offered, though the 
presence of a latent infection is suggested with a possible 
intrauterine invasion of the infant. 

Specific treatment was attempted with “ neostam” 
(nitrogen glucosides of sodium p-aminopheny!] stibonate) 


given intramuscularly in two doses of 0-01 g. with an 


interval of 48 hours between each dose. This did not 
seem to influence the disease. The infant’s condition 
became progressively worse and she died 1 month after 
admission to hospital. Necropsy revealed the typical 
pathological picture of the disease. These findings are 
to be published in full later. B. S. P. Gurney 


1562. A Review of Chronic Intermittent Juvenile Jaundice 
E. MEULENGRACHT. Quarterly Journal of Medicine 
[Quart. J. Med.] 16, 83-98, April, 1947. 3 figs., 40 refs. 


The characteristic features of this disease are that it 
occurs chiefly in young persons, that the jaundice is 
apparently non-haemolytic in character, and that it 
persists for years but varies in intensity and is attended 
by lassitude and indisposition during the more icteric 
periods. The present paper is based on 35 cases person- 
ally investigated by the author and the publications of 
other observers. The clinical picture is fairly uniform. 
The symptoms are mainly fatigue and jaundice, which are 
usually present together. The jaundice is slight, pro- 
ducing a yellow tinge of the sclerotics with perhaps a 
faint yellow coloration of the skin and a mild degree of 
bilirubinaemia, varying in intensity. The urine as a rule 
is normal in colour and never contains bilirubin. The 
periodic lassitude is just as characteristic a factor as 
jaundice, perhaps more so. It is both physical and 
mental in nature, affecting particularly concentrated 
mental work. Physical examination has always been 
completely negative; anaemia or reticulocytosis has 
never been demonstrated, and the fragility of the red 
blood corpuscles has invariably been within normal 
limits. Bone-marrow biopsies, liver function tests, and 
liver biopsies have all failed to show any significant 
pathological changes. It has been difficult to obtain 
information about the age of onset of this condition, but 
it appears to be a disease of young persons between 
15 and 25 years and rather more frequent in males. 

The prognosis is good. The author has studied 29 
cases over periods of from 4 to 27 years; an improvement 
had usually taken place over the years and no patient has 
shown any evidence of chronic hepatitis or other serious 
disease. Hereditary occurrence can be traced in some 
of the cases. The pathogenesis is not known, but 
thorough investigation has established the fact that it is 
not a chronic hereditary haemolytic jaundice or a mild 
chronic hepatitis. It is far from certain that the primary 
disease is in the liver; until such time as a deeper insight 
into the pathogenesis is acquired the proposed title is 
considered suitable. 

The differential diagnosis of chronic intermittent 
juvenile jaundice is not usually difficult. A disease of 


young adults with hardly visible jaundice varying jn 
intensity but spread over years and with Pronounced 
periods of fatigue provides a typical and 
recognizable picture. Other significant features are the 
absence of previous acute hepatitis, the absence of 
urobilinuria, a normal erythrocyte sedimentation Tate, 
and a negative Takata reaction. There is no specific 
therapy. External factors such as indulgence in alcohol, 
lack of sleep, overwork, excitement, and intercurrent 
diseases all tend to aggravate symptoms and should be 
avoided. Jas. M. Smellie 


1563. Rheumatic Pneumonia. Report of Two Cases 
J. I. MossBerGER. Journal of Pediatrics [J. Pediat.} 30, 
113-122, Feb., 1947. 12 figs., 20 refs. 


Evidence for the anaphylactic genesis of the exudative 
lesions is increasing. Rich and Gregory stated that the 
lesions in sulphonamide anaphylactic pneumonitis are 
histologically identical with those of rheumatic pneu- 
monitis. In a later paper (Bull. Johns Hopk. Hosp., 
1946, 78, 1) they stated that egg albumen and horse serum, 
used as sensitizing agents, produce pulmonary lesions in 
rabbits similar to those seen in sulphonamide hyper- 
sensitivity and rheumatic fever. It is suspected that the 
specificity of the rheumatic response depends on the 
individual mechanism of the rheumatic subject, the focus 
of infection producing sensitivity rather than immunity 
of cells in other parts of the body. In experimental 
animals successive implants of Streptococcus haemolyticus 
result in a condition of allergy manifested by severe 
generalized oedema. If the antigen and antibody meet 
in vascular tissues the resulting reaction injures the 
previously sensitized endothelial cells of the capillaries. 
It is thought that the exudative lesions in rheumatic 
fever are produced by this type of response to strepto- 
coccal infections. A detailed description is given of the 
pathology of-pulmonary lesions in sulphonamide hyper- 
sensitivity and in anaphylaxis due to parenteral administra- 
tion of foreign proteins. Pulmonary lesions in rheumatic 
fever are thought to be caused by a similar focal endo- 
thelial cell injury and therefore to run a similar course. 
It should be borne in mind that pneumonia developing 
in a child with rheumatic endocarditis may be rheumatic 
in origin. 

Two cases of rheumatic pneumonia are presented. 
The first was in a 7-year-old girl with a previous history 
of rheumatic heart disease but no definite history of a 
previous streptococcal infection. On admission to 
hospital she had signs of valvular heart disease with 
pericardial effusion and pulmonary congestion. She 
died 3 weeks after admission. The second case was that 
of a boy, aged 9 years, who had scarlet fever severely in 
1942, and who developed fever, anorexia, joint pains, and 
stabbing pains in the region of the heart 3 weeks later. 
The symptoms recurred nearly every month until he was 
admitted to hospital in November, 1945, while an attack 
was in progress. This patient also died 3 weeks after 
admission. Necropsy was performed in both cases, 
and the author comments as follows: ‘* According to the 
theory of allergenesis of exudative “theumatic pneu- 
monitis, the antigens fabricated in the proliferative lesions 
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of the heart circulate and sensitize cells of the pulmonary 
alveolar endothelium, and, in addition, bring about a 
gradual increase in humoral antibodies. When antibody 
titer is sufficiently high, the antigen-antibody reaction 
becomes violent enough to injure the sensitized cells. 
Resulting exudative lesions (as in the 2 cases reported) 
are seen in all phases of their production from slightly 
increased capillary permeability with edema, through 
endothelial necrosis and haemorrhage, to organization 
of the exudate and final fibrosis. In the first case, active 
proliferative lesions existed only in the heart. Exudative 
lesions were in the early active phase in the lungs and 
probably just beginning in the brain; death occurred 
before healing could begin. In the second case, pro- 


* liferative lesions of the heart were healing, exudative 


lesions of the lung and brain were clearing, and a few 
incipient proliferative lesions were appearing in adventitial 
connective tissue of the lung and brain”. Twelve 
photomicrographs of the pulmonary lesions of the 2 
patients are reproduced, showing the pathological 
changes in chronological sequence. B.S: P. Gurney 


1564. Clinical and Aetiopathological Study of 18 Cases 
of Megaloblastic Pernicious Anaemia in Infants. (Osser- 
vazioni cliniche ed etiopatogénetiche su 18 casi di anemia 
perniciosiforme megaloblastica nel lattante) 

E. PecorELLA, G. R. BurGto, and T. Aversa. Rivista di 
Clinica Pediatrica [Riv. Clin. pediat.| 45, 65-107, Feb., 
1947. 3 figs., 73 refs. 


The authors describe a clear-cut syndrome occurring 
in infants between the ages of 5 and 13 months which 
appears to be caused by prolonged and exclusive breast- 
feeding or by inadequate mixed feeding coincident with 
a mild chronic diarrhoea. The onset, with progressive 
pallor and development of a slight subicteric complexion, 


is usually between the ages of 6 and 9 months and may be- 


preceded or accompanied by attacks of mild febrile 
diarrhoea or by infections of the respiratory tract. The 
development of the anaemic pallor is slow, and 3 months 
may elapse between its recognition and the time when 
medical advice is sought. On examination of the patient 
the pallor may be extreme and jaundice scarcely recogniz- 
able; slight enlargement of liver and spleen is usual, but 
the symptoms of the intercurrent infection may be most 
prominent. The blood shows anaemia with haemoglobin 
below 50% and sometimes as low as 24%; the colour 
index is usually over 1-2, though sometimes it is below 1. 
The mean corpuscular volume is usually over 100 c.u 
and the mean red-cell diameter usually over 7:5 yp. 
Marked anisocytosis, poikilocytosis, and increase in 
modal corpuscular diameter (peak of the Price-Jones 
curve) are always present, and are most important in 
diagnosis. The bone marrow shows a _ moderate 
megaloblastic reaction, but normoblasts are always 
numerous and may outnumber megaloblasts. In about 
half the cases there were extrapyramidal nervous signs 
(mask-like facies, tremor, exaggerated tendon reflexes), 
and in a quarter there were pyramidal signs (positive 
Babinski). 

Treatment by correcting the error in diet was curative 


- in 2 cases, but in the remainder injection of liver extract 


M—2H 


__ was preferred owing to the debilitated state of the infants. 


Two infants died from respiratory infection, the others 
recovered rapidly and have not had a relapse. The 
authors conclude that the syndrome is caused. by a lack 
of extrinsic factor in the diet. This may be absolute, 
if breast milk is the only food, or relative, when in- 
sufficient other food is given and the infant develops a 
chronic diarrhoea. In 2 cases where diet appeared . 
satisfactory the diarrhoea had been prolonged, and the 
syndrome could be compared with that of sprue. 

[A similar syndrome was described by Zuelzer and 
Ogden (Amer. J. Dis. Child., 1946, 71, 3), so the condition 
appears to be widespread. These two papers are 
extremely valuable in describing the clinical and patho- 
logical findings with clarity; they should be read in the 
original by all concerned with anaemia in infancy.] 

G. Discombe 


1565. A Variety of Dwarfism with Disturbance of Water 
Metabolism (Oligodipsia with Water Retention). (Sur 
une variété de nanisme avec troubles particuliers du 
métabolisme de l'eau (syndrome oligodipsique avec 
hydrophilie) 

R. Despréand J. Marie. Bulletin del’ Académie Nationale 
de Médecine [Bull. Acad. nat. Méd., Paris] 131, 317-327, 
May 13, 1947. 1 fig. 


Three cases of dwarfism are described, which had in 
common obesity, oligodipsia, oliguria, genital hypoplasia, 
hydrophilia, hypothermia, delayed dentition, and delayed 
or absent puberty. They resembled closely cases of 
Fréhlich’s syndrome in the type of fat distribution, the 
small size of the genitalia, and the absence of secondary 
sexual changes. In 1 case there was also marked flatten- 
ing of the glucose tolerance curve. The fluid intake was 
always low; the youngest patient, aged 13, usually drank 
only 250 to 300 ml. a day, and the others similar quantities. 
Micturition was infrequent; the youngest patient passed 
water three times a day, 250 to 400 ml. first thing in the 
morning and 20 to 30 ml. later on; one day he micturated 
once only. The urine in all cases was of high specific 
gravity, even after ingestion of relatively large amounts 
of fluid. In water-elimination tests all 3 patients had 
great difficulty in drinking the necessary 600 mal. of fluid, 
and at times vomited some back. Diuresis was delayed, 
sometimes up to 20 hours. The greater part of the fluid 
was passed at one time. On an intake of 10 g. of salt 
per day urinary chloride remained high, diuresis being 
only slightly increased. Investigations and therapy 
were without result. Studies of blood chemistry, blood 
count, skull radiograph, and urine were all negative. 
There was some delay in ossification; 2 cases were 
hypothermic, but there was no response to thyroxine. 
The mentality was normal. The authors consider these 
to be cases of anterior pituitary insufficiency. If the 
oliguria were due to increase of the anti-diuretic hormone 
of the posterior lobe there would be other signs of hyper- 
pituitarism. They consider that the lesion is con- 
genital. In all 3 cases there was a congenital defect; a 
hare-lip with ectopia testis in 1 case, a large facial naevus 
in another, and vascular and pigmented naevi in the 
third. J. G. Jamieson 
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1566. The Intravenous Use of Human Ascitic Fluid in 
Shock, Nephrosis and Allied Conditions 

R. D. Moxtna, H. A. SANTos, M. M. ALIMURUNG. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 213, 435-440, April, 1947. 2 figs., 4 refs. 


During the Japanese occupation of the Philippines 
these three authors, the senior of whom was killed during 
the liberation of the city of Manila, found themselves 
short of therapeutic substances designed to combat 
shock, and they made ingenious and careful experiments 
with human ascitic fluid. Six clinical studies are here 
presented. They found that the fluid was quite innocuous 
and non-toxic, and they bring forward fairly convincing 
evidence of its value as a diuretic and as a sustaining 
agent in shock. In a case of nephrosis it seemed to be 
remarkably successful in promoting clearance of oedema. 
In cases of shock following severe diarrhoea and vomiting 
and following perforation it seemed to relieve prostration, 
temporarily at least. The authors began their trials 
with doses of 5 ml. intravenously, but soon found them- 
selves giving very slow infusions of up to 500 ml. of 
sterile human ascitic fluid. They believe it to be a safe 
and physiologically sound procedure. OG. F. Walker 
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1567. Peat, Hay-fever and Pharmacognosy 
T. E. Nature (Nature, Lond.| 159, 525-527, 
April 19, 1947. 3 figs., 16 refs. 


The significance of pollen in geology depends upon its 
resistance to decay. By a study of the pollen granules 
found in different layers of peat valuable information 
can be obtained about the type of vegetation in existence 
at the time the peat was being formed. The relative 
ages of neighbouring formations can be determined in 
this way. ; 

.Hay-fever was first attributed to the effects of pollen 
by Blackley in 1873; this was proved by application of 
numerous varieties to the mucous membranes of suscep- 
tible subjects. In 1916 systematic surveys of the atmo- 
spheric pollen were first carried out in the United States. 
Wodehouse has recently collected the results of studies 
made in a number of States, and has grouped those 
plants which are most commonly responsible for symp- 
toms into two main classes: (1) the herbs and grasses, 
and (2) trees and shrubs. He concludes that grass 
pollen is the most toxic, and that the toxic agent is similar 
in all grasses. The first pollen surveys in Great Britain 
were made at Llandough, near Cardiff, by Hyde and 
Williams in 1942 and 1944. The pollen samples were 
collected by exposing microscope slides smeared with a 
thin coating of glycerin jelly; slides were placed hori- 
zontally and vertically, the latter facing into the wind, 
and were protected from rain and snow. The effective 
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pollen season was shown to extend from early March to. 
late September, and to be divided into three phase 
dominated respectively by the pollen of (a) trees, 
(b) grasses, and (c) dicotyledonous herbs. The methods 
of preparing pollen extracts and the treatment by 
desensitization are described. 

In pharmacognosy pollen grains are used as an aid ip 
identifying powdered drugs and spices. The granules 
are identified by size, surface character of the exine, 
presence or absence of pores and germinal furrows, and 
contents, such as fixed oil and small starch granules. A 
solution of chloral hydrate (five parts to two of water) 
or lactophenol is commonly used for mounting. Zander 
has carried out similar studies to determine the source of 
honey. ‘The pollen is separated by mixing the honey 
with water and centrifuging. The grains are then 
identified and counted, and a percentage table is con- 
structed. In identifying pollen the shapes and markings 
offer a more reliable criterion for diagnosis than the 
size. . R. S. Bruce Pearson — 


1568. Sympathectomy as an Antiallergic Measure 
A. F. Coca. Annals of Allergy {Ann. Allergy] 5, 95-101 
and 159, March-April, 1947. 3 refs. 


Four allergic patients treated by sympathectomy are 
described. In 2 cases of multiple food sensitivity, 
0-1 mg. of histamine diphosphate given subcutaneously 
each day resulted in a weak non-selective tolerance— 
that is, minor allergens could be tolerated but major 
allergens still caused symptoms. In the same 2 cases 
sympathectomy caused an absolute but selective tolerance; 
some of the major and some of the minor allergens could 
be taken without symptoms, while others, both minor 
and major, continued to give rise to symptoms. In the 
third case, after sympathectomy, the elimination of 
8 foods from the diet resulted in a cure of the symp- 
toms. All the symptoms recurred when dieting was 
neglected, but disappeared when dieting was resumed. 
The marked improvement in the patient’s behaviour as a 
result of this treatment is emphasized. In the fourth 
case, blocking of the stellate ganglion with procaine 
enabled the author to carry out satisfactory pulse- 
dieting trials, and so to anticipate that sympathectomy 
would permit the patient to eat at least 18 foods with 
impunity. ; D. A. Williams 


1569. Reduction of the Vital Capacity of Asthmatic 
Subjects Following Exposure to Aerosolized Pollen Extracts 
F. C. and I. W. ScnILLer. Science [Science] 
105, 317, March 21, 1947. 2 refs. 


The specific causes of asthmatic attacks may be deter- 


mined by the reduction in the vital capacity following 
inhalation of an aerosolized extract; birch, oak, grass, 
and ragweed pollens were studied. The maximum 
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usually occurs between 6 and 10 minutes after 
exposure. Reductions to about 60% of the control 
values were produced by pollen extracts, and in no 
instance (7 subjects) was there any associated reaction 
other than cough, a tight feeling in the chest, and 
symptoms of hay fever. R. Wien 


1570. Eczematoid Monilid of the Eyelids (*‘Candidid ”’) 
G. Ruiz-Moreno. Annals of Allergy (Ann. Allergy] 5, 
132-136, March-April, 1947. 6 figs. 


A syndrome is described, consisting of a dry irritating 
eczema occurring bilaterally on both eyelids, on the lips, 
and on the neck; it mainly affects women and appears 
or becomes worse during the spring and autumn. _Intra- 
dermal tests with an extract of Candida albicans gave both 
immediate and delayed reactions. Atopic reagins 
could not be demonstrated, and skin tests with the culture 
medium suggested that the immediate reactions were due 
to peptones. 

Treatment was by injection of an aqueous extract of 
Candida albicans. The dose had to be adapted to each 
individual patient and varied from 3 to 1,000 Coca 
units. The difference between the dose causing an 
exacerbation and the therapeutic dose was sometimes 
small. The majority of patients were cured or improved. 
Negroni has found this fungus frequently in the intestine; 
this fact, together with the author’s findings, suggests that 
the syndrome is an allergic (non-reaginic) reaction to 
Candida albicans. D. A. Williams 
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1571. The Treatment of Motion Sickness. (A Review 
of Therapeutic Studies Sponsored by the National Research 
Council of Canada) 

R. L. Nose, E. A. SELLERS, and C. H. Best. Canadian 
Medical Association Journal (Canad. med. Ass. J.| 56, 
417-424, April, 1947. 49 refs. 


This paper reviews therapeutic trials on motion sick- 
ness carried out on behalf of the National Research 
Council of Canada. There is adequate reference to 
similar studies in Britain and U.S.A. so that the report 
is a useful summary of wartime work in this field. Two 
groups of drugs were studied—the belladonna alkaloids 
and the barbiturates. Preliminary trials were made by 
observing the protection rate of the various remedies 
against sickness induced by swinging human volunteers 
or dogs for 30 minutes. The drugs which appeared to 
be most effective against this type of motion sickness 
were then given a trial at sea. There was a correlation 
between suceptibility to swing sickness and to sea or air 
sickness, though not of a high order. 

Of the belladonna group, hyoscine was more effective 
than /-hyoscyamine, and atropine was inferior to both. 
Side-effects, particularly mental “ cloudiness”, were 
most prominent with hyoscine, but a mixture of 0-8 mg. 
of -hyoscyamine and 0-3 mg. hyoscine gave protection 
of the same order as that given by 0-8 mg. hyoscine and 
the side-effects of this mixture were less objectionable 
than those of an equivalent amount of hyoscine alone. 
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The barbiturate most fully investigated was ethyl-f- 
methylallyl thiobarbituric acid, designated V-12. Of the 
commonly used barbiturates the descending order of 
effectiveness against motion sickness was: “neonal”’ and 
*‘nembutal”’; “ luminal.”’; “‘veronal”. V-12 was chosen 
for further trial because, while its effectiveness in prevent- 
ing motion sickness was about equal to that of neonal 
and nembutal, it had less hypnotic action. Twenty 
human subjects received V-12 together with belladonna 
alkaloids in doses of 190 or 315 mg. for 30 days, and 
showed no symptoms or deterioration in liver function. 
A single dose of 250 mg. had no adverse effect on rifle 
marksmanship up to 3 hours after the drug was taken. 
In the sea trials it was found that placebo treatment gave 
definite protection (20 to 30% of susceptible subjects). 

The trials in coastal landing craft carried out in Eng- 
land by Holling et al. (Lancet, 1944, 1, 127) suggested 
that hyoscine hydrobromide, 0-6 mg., was the most 
generally useful drug. Canadian trials in troop trans- 
port showed that a mixture of hyoscine and hyoscyamine 
gave significant protection, and that the degree of this 
was not different when a barbiturate, V-9, was added. 
American trials showed that both belladonna alkaloids 
and barbiturates in suitable doses reduced the illness 
rate to about 40% of that observed when a placebo alone 
was given; there was no obvious difference between the . 
two types of treatment. 

The authors point out that both belladonna alkaloids 
and V-12 have proved protective against motion sickness, 
and suggest a combination of the two types of remedy in 
a formula known as the “ Canadian Motion Sickness 
Remedy—National Research Council Formula”: hyo- 
scine hydrobromide 0-1 mg., hyoscyamine hydro- 
bromide 0-3 mg., V-12 130 mg. The dose suggested is 
2 capsules 2 to 4 hours before exposure to motion, 
with 1 capsule after 8 or 12 hours; in children or young 
adults a smaller dose should be used. Not more than 
3 capsules should be taken within 24 hours, and 
treatment should not be given for more than 5 days in 
a week. D. A. K. Black 


1572. The Buaki Syndrome. Preliminary Note: Thera- 
peutic Effect of Ventriculin. (Le syndrome Buaki. Note 
préliminaire: L’action thérapeutique de la ventriculin) 
G. Drumet. Annales de la Société Belge de Médecine 
Tropicale [Ann. Soc. belge Méd. trop.) 26, 329-339, 
Dec. 31, 1946. 


The Buaki syndrome is not a well-defined disease but 
a group of pathological states occurring in children— 
loss of pigment of skin and hair, anaemia, loss of weight, 
and oedema with increased susceptibility to intercurrent 
disease, such as malaria and pneumonia. The author 
distinguishes three grades of the condition according to 
severity. He tried several therapeutic measures for 
varying periods up to 2 weeks on 8 severe, 4 medium, and 
8 mild cases—“ ventriculin ”’, iron, milk, liver extract, 
vitamins (cod-liver oil, niacin, and yeast), and “‘ tonics ”’, 
mostly in combination of two or more. Nearly every 
patient had at least one change of therapy. It is not 
easy, therefore, to attribute a definite effect to any of the 
medicaments, but the records suggest that ventriculin 
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(stomach extract) was somewhat more successful than 
any of the others. H. E. Magee 

[The Buaki syndrome is closely related to, if not 
identical with, kwashiorkor.—Ed. 


1573. The Comparative Effect of Parenteral Administra- 
tion of Single Massive Doses of Vitamin D in an Oil—Ether 
Vehicle 

H. VoLiMer and B. L. Oser. Journal of Pediatrics [J. 
Pediat.) 30, 446-454, April, 1947. 2 figs., 3 refs. 


This detailed work on rachitic baby rats compares the 
* antirachitic effects of single massive doses of vitamin D 
given orally in oil, intramuscularly in oil, and intra- 
muscularly in oil-ether solution. Healing of the bony 
condition was more rapid after oil-ether injection and oral 
administration than after injection of the vitamin in oil 
alone; it is noted that vitamin D is more soluble in ether 
than in oil, and that the ether-oil mixture spreads more 
widely in the tissues on injection than the simple oily 
solution. 

Results 1, 2, and 3 months after the dose showed, 
however, that calcification continued in the animals 
receiving injections of the vitamin, but in those receiving 
the vitamin by the mouth there was marked failure 
of calcification of the metaphyses by 3 months. It is 
suggested that the massive dose is incompletely absorbed 
by mouth. Beryl Twyman 


1574. Dermatitis as a Monosymptomatic Manifestation 
of Nicotinic Acid Deficiency 

A. J. S. MCFADZEAN. Glasgow Medical Journal [Glasg. 
med. J.| 28, 103-115, April, 1947. 1 fig., 26 refs. 


“* The purpose of this paper is to describe a series of 
cases with skin lesions attributable to nicotinic-acid 
deficiency unassociated with any other symptoms or 
signs of such deficiency and occurring in otherwise 
normal individuals with a theoretically adequate nico- 
tinic-acid intake.”” Some 62 patients were seen in 2 
groups, all Europeans: (1) 44 patients among a 
closed community of 2,764 men fed on an official diet 
which was balanced and contained adequate protein and 
16:25 mg. nicotinic acid; (2) 18 patients in a Middle 
East General Hospital who received a similar diet with 
13-1 mg. nicotinic acid. The distribution of the derma- 
titis, which is stated to have been characteristic in 
appearance, was limited to certain areas of the arms and 
legs. ‘* The face, neck, and dorsum of the hands and 
forearms, sites of maximal exposure to the sun, escaped.” 
Some experiments were carried out to determine the 
effect of exposure of the skin to sunshine and ultra- 
violet radiation. These cannot be detailed here, but 
of the changes produced the author says “ resolution of 
the lesions was complete in 13 and 16 days respectively 
and dermatitis could no longer be provoked” when 
400 mg. of nicotinic acid in divided doses was given 
daily and the exposure maintained. 

[These observations are interesting, and it is a pity that 
they could not have been carried further; as they stand 
the author’s thesis must be considered unproved. There 
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are many gaps in the data provided. For example, it 
is well known that pellagra may break out in a com. 
munity when the “ official diet is well balanced”. What 
matters is what the individual actually eats. Some of 
the arguments adduced by the author in an attempt to 
explain the unusual distribution of the dermatitis are 
contrary to the known facts in pellagra. The paper must 
be read by all those interested and they will make their 
own criticisms.] H. S. Stannus 


1575. Treatment of Rickets with D; Vitaminized Milk. 
(Behandling af Rachitis med D3-vitaminiseret Mzlk) 
G. Nietsen. Nordisk Medicin [Nord. Med.] 33, 359-365, 
Feb. 7, 1947. 1 fig., 6 refs. 


In 1941 a Dutch firm produced a highly concentrated 
vitamin Dg, product which was put up in a sterile milk 
emulsion. This emulsion when added to large quantities 
of milk is fully homogenized, and has the advantages 
that milk of known vitamin content can be produced 
simply by pouring the vitamin concentrate into the milk 
and stirring, that the taste and smell of the milk are not 
altered in any way, and that milk either for therapeutic 
or for prophylactic use can be produced at will. 

This concentrate was manufactured in Denmark in 
1944 and given a trial at the Dronning Louise Children’s 
Hospital. Thirteen cases of rickets ranging from mild 


_ to severe were treated. Milk with a vitamin content of 


4,000 i.u. per litre was used. The vitamin content of the 
milk was checked at the national vitamin laboratory, 
The treatment lasted 4 to 8 weeks, the infants receiving 
2,000 to 3,000 i.u. of vitamin Dg, daily. Clinical and 
radiological cure or marked improvement occurred 
within 2 months. Normal serum calcium and phos- 
phorus figures were obtained in 1 to 4 weeks, whereas 
the phosphatase levels did not return to normal for a 
further 4 weeks. 

The cost of production of D3 vitaminized milk is 
barely 3 kroner for 1 million i.u.—that is to say, 1,000 
litres of milk containing 1,000 i.u. per litre can be pre- 
pared for 3 kroner [approximately 3 shillings]. As 
quantities of vitamin Dg sufficient to prevent rickets are 
ingested in as little as 0-25 litre of milk a day this might 
be considered as the routine method of administration. 
One disadvantage is the variation in amount of milk 
taken and the consequent possibility of overdosage in 
some cases; also careful supervision and inspection of 
many small dairies would be necessary. The method is 
certainly practicable for children’s hospitals for pro- 
phylaxis and treatment of rickets. Mary Wilmers 


1576. The Nature of the Deposit in Gouty Tophi. (Zur 
Frage der Natur der Ablagerungen in den Gichtknoten) 
E. BRANDENBERGER, F. DE QUERVAIN, and H. R. SCHINZ. 
Schweizerische Medizinische Wochenschrift (Schweiz. 
med. Wschr.] 77, 642-643, June 14, 1947. 17 refs. 


Examination of a tophus from a case of gout by 
x-ray crystallography showed it to contain micro- 
crystals of sodium monourate hydrate [Na(C;H;O 3N,). 
H,O]. 
was identified. 


No other crystalline or amorphous substance 
S. S. B. Gilder 
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1577. Neuropathic Foot Lesions in Diabetes Mellitus 

C. C. Bawey and H. F. Root. New England Journal of 
Medicine [New Engl. J. Med. 236, 397-401, March 13, 
1947. 1 fig., 8 refs. 


Joint changes associated with diseases of the central 
nervous system, as described by Charcot, were first 
considered peculiar to tabes dorsalis and syringomyelia, 
but radiographs have revealed similar changes in leprosy 
and in peripheral nerve injuries. In this article, the 
authors describe 17 cases of neuropathic foot lesions 
found in a series of 20,000 sufferers from diabetes mellitus. 
All patients except 4 were in their late fifties or sixties, 
and they had all suffered from diabetes for periods last- 
ing from 7 to 20 years (with 3 exceptions) before symptoms 
became prominent. In 2 cases the joint lesion was 
examined histologically, a thigh amputation being neces- 
sary in 1 case and, in both, changes like those seen in a 
Charcot joint were found—loss of bone structure and an 
attempt by the remaining periosteum to form new bone. 
Sections of the peripheral nerves reyealed no abnormality. 

The earliest change reported is a thickening of the 
tarsal region, without fluid in the joint; the swelling is 
painless and so the patient continues to walk and damage 
the softened bones. As a result, eversion and external 
rotation of the foot with flattening of the longitudinal 
arch occur. Radiological examination shows that the 
destruction is chiefly limited to the tarsal bones and 
proximal ends of the metatarsal bones; sometimes the 
phalanges atrophy, and spontaneous fractures of the 
metatarsals may occur. As the cartilage is lost the joint 
spaces disappear. Fourteen of the 17 cases gave evidence 
of neuritis (absent knee-jerks, anaesthesia of the feet, loss 
of sensation to pin-prick and vibration). Hypertension 
was present in 15 cases, the systolic pressure exceeding 
200 mm. Hg in 7 cases. Diabetic retinitis occurred in 
9 patients. Evidence of syphilis was absent in all cases. 

The authors consider this condition to be a trophic 
change resulting from diabetic neuropathy. It differs 
from the true Charcot joint of syphilis in several ways; in 
Charcot’s arthropathy the sudden effusion and swelling 
around the joint lead to pain and the “ dull ache” at 
night, which are absent in this condition; also in Charcot’s 
joint there is almost constant evidence of syphilis. 
Arteriosclerosis leading to ischaemic changes was con- 


_Sidered to be an unlikely cause of the condition, as the 


dorsalis pedis artery pulsated freely in 14 out of 17 cases. 
The prognosis is bad, the condition becoming steadily 
worse; no treatment other than the avoidance of weight 
bearing is of the slightest use. T. E. C. Early 


1578. Pancreatic Necrosis and Fat Necrosis due to Alloxan. 
(Necrosis pancreatica y esteatonecrosis por aloxano) 

A. DI Pietro and A. F. CARDEZA. Revista de la Sociedad 
Argentina de Biologia [Rev. Soc. argent. Biol.] 22, 288- 
298, July—Dec., 1946. 10 figs. 


Injections of alloxan were given to 47 dogs in order to 
produce diabetes, and in 11 steato-necrosis of the surface 
of the pancreas and of adjoining tissues was seen at 


thyroid for only 20 days were less resistant. 


necropsy. The histological changes in the pancreas in 
dogs which survived 3 to 70 days after the last injection 
are described and illustrated by photomicrographs. 
The necrosis occurred in the interlobular adipose tissue 
and in the peripancreatic and peritoneal fat. There were 
foci of acute necrosis in the acini in nearly all cases, 
together with interstitial oedema, congestion, and 
haemorrhages; some blood vessels were thrombosed, 
and some were necrosed and showed leucocytic infiltra- 
tion of their walls. Ducts were generally necrosed and 
their epithelium was vacuolated, the necrosis extending 
to the periductal connective tissue, and the lumen being 
dilated with retained secretions. The islets showed 
lesions typical of alloxan diabetes in the dog; these are 
described in a separate communication. 

The authors discuss the probable mechanism of 
production of steato-necrosis. Apart from its specific 
action on the f cells, alloxan has an effect on the lining 
epithelium of the ducts. In all experimental work, 
whether on rats or dogs, degeneration has been found 
here; this may amount to necrosis and thus allow the 
proteolytic action of the pancreatic juice on the duct 
walls and its tryptic and lipolytic action on the parenchyma 
and adipose tissue. The chief foci of necrosis have been 
found in the neighbourhood of the ducts. The authors 
propose further researches into the activation of pancreatic 
juice by alloxan. 

[The amount of alloxan injected is stated to have 
varied, but other details of injections are not given.] 

J.J. Keevil 


1579. Influence of Hyperthyroidism on Alloxan Diabetes 
and Pancreatic Diabetes in the Rat. (Influencia del 
hipertiroidismo sobre la diabetes aloxanica pancreatica 
de la rata) 

C. MARTINEZ. Revista de la Sociedad Argentina de 
Biologia [Rev. Soc. argent. Biol.] 22, 428-437, July- 
Dec., 1946. 2 figs., 7 refs. 


In male white rats the following were investigated: 
(1) the effect of 60 days of thyroid administration on their 
reaction to subsequent alloxan administration (48 
experiments); (2) the effect of thyroid extract on the 
development and characteristics of diabetes produced 
by subtotal pancreatectomy (38 experiments); (3) the 
effect of thyroid administration on early experimental 
diabetes (21 experiments); and (4) the action of pro- 
longed thyroid administration on subsequent diabetes, 
experimentally produced (20 experiments). — 

Details are given of the technique used, the amounts 
of thyroid and alloxan administered, the animals’ weights 
before and during experiments, and their diets and blood 
sugars. Mortality tables are included in the paper. 
Rats treated with thyroid for 60 days were more resistant 
to the diabetogenic action of alloxan, but those receiving 
Experi- 
ments lasting 10 months also showed that hyperglycaemia - 
occurred earlier in rats treated with thyroid after partial 
pancreatectomy, but that thyroid later had a beneficial 
effect on the hyperglycaemia. Administration of thyroid 
did not affect the total mortality. In the case of rats 
with incipient diabetes after partial pancreatectomy, 
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thyroid given in the early stages caused the diabetes to 
disappear after 65 days of treatment. After a further 
30 days diabetes reappeared in 6-6%; this figure rose to 
33-3% after 125 days. The prophylactic action of thyroid 
on diabetes was tested by giving it for 60 consecutive 
days before partial pancreatectomy. The results were 
approximately the same as in a control group. 

The authors relate the cure of diabetes after partial 
pancreatectomy to the known increase in islet tissue 
caused by thyroid administration. They attribute the 
earlier appearance of diabetes after partial pancreatectomy 
in animals previously given thyroid to increased ali- 
mentary glycaemia, a toxic thyroid action, and reduced 
pancreatic resistance—adverse effects which are later 
masked by the stimulation of pancreatic regeneration. 
Increases in islet tissue and insulin production occur in 
rats but rarely in dogs after thyroid or anterior pituitary 
administration; in addition, the beneficial effect of 
thyroid in partially pancreatectomized rats is replaced 
in the case of dogs by an increase in diabetes with destruc- 
tion of the 8 cells of the islets. J.J. Keevil 


1580. Effect of Insulin on the Thyroid Gland, Anterior 
Pituitary, and Adrenal. (Uber die Wirkung des Insulins 
auf Schilddriise, Hypophysenvorderlappen und Neben- 
niere) 

E. Scuuuze. Klinische Wochenschrift (Klin. Wschr.} 
24/25, 265-269, Feb. 1, 1947. 1 fig., 45 refs. 


This complicated subject has been further investigated 
by experiments on rats, which have an active thyroid 
function, and guinea-pigs, which have a slow one. It 
is claimed: (1) that chronic hypoglycaemia over 3 
weeks reduced thyroid activity in the rat, but not in the 
guinea-pig; (2) that this effect of insulin is due to its 
depressing the activity of the pituitary thyrotrophic 
hormone; (3) that chronic hypoglycaemia leads to a 
marked enlargement of the adrenals, both cortex and 
medulla, and that this can be prevented by left vagotomy. 
From this it is concluded that insulin and the thyroid 
are not simple antagonists, but that the depression of 
thyroid activity (sic) by insulin is mediated by pituitary 
and adrenal hormones. R. D. Lawrence 


1581. Spontaneous Hypoglycemia with Special Reference 
to the Diagnosis of Hyperinsulinism. [In English] 

R. Lurr. Acta Medica Scandinavica [Acta med. scand.] 
127, 65-90, March 22, 1947. 12 figs., Bibliography. 


Fifteen normal subjects underwent a 3-hour intra- 
venous glucose tolerance test and an intravenous insulin 
tolerance test, and 32 subjects the Exton-Rose two-dose 
1-hour glucose tolerance test; the limits of the normal 
were thence defined in terms of mean and standard 
deviation for each sampling time. 

Six patients with spontaneous hypoglycaemia were 
studied by these tests; of these 2 had an islet-cell adenoma 
of the pancreas, 1 an islet-cell carcinoma with many 
metastases, and in the other 3 “ reactive ” hyperinsulin- 
ism was considered to be present. In all cases the 
intravenous glucose tolérance test gave low values, and 
hypoglycaemic symptoms appeared within 90 minutes of 
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the start. In the intravenous insulin tolerance test the 
3 organic cases showed low values of blood sugar, which 
failed to rise towards fasting level; the 3 “ reactive» 
cases gave results within the normal limits, though jj 
6 showed marked symptoms of hypoglycaemia. 

Emphasis is laid on the protean nature of the mani. 
festations of hypoglycaemia; attacks were usually 
preceded by tiredness or restlessness and later by epilepti. 
form fits, confusion, or coma, and were in some cases 
interpreted as manifestations of hysteria. In the 2 
operable cases removal of the tumour cured the patient, 
while in the “* reactive ’’ cases a diet low in carbohydrate, 
though digestible only with difficulty, relieved the 
symptoms. The Exton-Rose test was of no diagnostic 
value. 

TABLE | 

Intravenous Glucose Tolerance Test in 15 Healthy Subjects 


Time in Minutes | Normal Range of Variation 
(M +20) 
0 81-0-105-3 
10 159-4-250°6 
15 167-0-194-4 
25 93-9-196-7 
35 68-5—159-7 
45 60-6—-147-0 
60 63-9-124-7 
90 72-1-108-9 
120 75:7-102°1 
150 74:2-105-0 
180 72-5-101-4 
TABLE 2 
The Two-Dose, One-Hour Glucose Tolerance Test in 32 
Healthy Subjects 
Time in Minutes | Normal Range of Variation 
(M +20) 
0 62-1-117-3 
30 50-8-182-0 
60 70-1-135-3 


TABLE 3 


The Intravenous Insulin Tolerance Test (10 I.U. Insulin) 
in 15 Healthy Subjects 


Time in Minutes | Normal Range of Variation 
M-+20) 
0 78-0-105 
10 59-0-97-0 
20 28-5-83°3 
30 35-0-66-0 
45 44-0-77°9 
60 53-8-82:0 
90 53-8-111-9 
120 74-6-108-0 
150 71-2-112:0 
- 180 66°7—109-5 
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1582. Tuberculous Pericarditis in the African 

M. GELFAND. Journal of Tropical Medicine and Hygiene 
(J. trop. Med. Hyg.] 50, 68-71, April, 1947. 2 figs., 
2 refs. 


In the author’s experience tuberculous pericarditis as 
a primary clinical manifestation is a common heart 
condition in the African. In 42 cases of heart disease 
there were 4 of tuberculous pericarditis. In 76 cases of 
heart disease found at necropsy during the years 1942-4 
there were 11 cases of tuberculous pericarditis (14%). 
There was pericarditis and effusion in 3 of these 11 cases, 
and constrictive pericarditis with little or no fluid, but 
with caseous and fibro-caseous material compressing the 
heart, in 8. Pericarditis with effusion occurs in relatively 
young adults, while the constrictive type occurs after the 
age of 35, usually in elderly males. The disease is more 
common in males than in females. 

An acute course, with rapid accumulation of fluid 
within the pericardial sac and eventual death from acute 
cardiac failure, is rarely seen. Usually the illness is 
chronic, witha gradual onset. Continuous fever occurred 
in all the author’s cases. In both constrictive pericarditis 
and pericardial effusion, the pericardial syndrome due 
to mechanical interference with the heart in diastole 
appears. Enlargement of the cardiac shadow is seen in 
effusion but not in constrictive pericarditis. The presence 
of fluid may be confirmed by aspiration. Tubercle 
bacilli are rarely found in the fluid, but can ofteft be 
recovered after inoculation of a guinea-pig. Pick’s 
syndrome in the African is almost always due to tuber- 
culosis. The prognosis is invariably bad, death occurring 
in from a few months to 2 years. There may occasionally 
be miliary spread to other organs. J. L. Markson 


1583. Tuberculous Pericarditis 
H. KopetMan. British Medical Journal (Brit. med. J.] 1, 
559-563, April 26, 1947. 16 refs. 


The author describes 4 cases of pericarditis with 
effusion and the post-mortem findings in 1 of them. In 
the first case, in a child of 18 months, the Mantoux 
reaction was at first negative at 1 in 100,000 and 5 days 
later became doubtfully positive at 1 in 10,000. Section 
of the grossly thickened pericardium revealed the pre- 
sence of tubercles; there was a breaking-down caseous 
lesion the size of a shilling in the lingula of the left lung 
with caseation of the mediastinal nodes immediately 
adjacent to the pericardium and a recently generalized 
miliary spread. Guinea-pig inoculation proved negative. 
In the second case, a youth of 20, the Mantoux reaction 
was at first negative at 1 in 10,000 and after 23 days 
became positive at the same dilution. A large pericardial 
effusion gradually became absorbed. Although in the 
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third case the pericardial effusion absorbed uneventfully 
the patient, a woman of 39, developed some 2 months 
later a left pleural effusion consisting of typical straw- 
coloured fluid, though no tubercle bacilli were detected. 
In the fourth case, a boy of 11, the lesion appeared at 
first to resolve uneventfully, but later there was evidence 
of constrictive pericarditis, although this subsequently 
disappeared and the patient recovered. 

The author points out, as other writers have done, that 
the guinea-pig inoculation is sometimes negative in cases 
subsequently proved either at operation or necropsy to 
be tuberculous, and that tuberculous lesions may take 
much longer than the conventional 6 weeks to develop 
in the guinea-pig. Though in the fourth case there was 
no real evidence of tuberculosis, the author considers 
that the absence of any rheumatic or cardiac manifesta- | 
tions and the failure to respond to salicylates were against 
a rheumatic aetiology. He repeats a suggestion which is 
gaining increasing support—namely, that many so-called 


’ rheumatic pericardial effusions are in reality tuberculous 


and analogous to the so-called idiopathic pleural effusion. 
All cases of pericardial effusion should be considered as 
potentially tuberculous in the absence of joint or other 
rheumatic manifestations, especially if the size of the 
heart remains normal. : S. Oram 


1584. Electrocardiographic Changes in Fulminating 
Anoxia 

B. G. KinGc and M. Henson. Journal of Aviation 
Medicine [J. Aviat. Med.] 18, 3-17, Feb., 1947. 5 figs., 
19 refs. , 


Electrocardiographic changes were studied in rapidly 
induced anoxic anoxia in dogs and in human subjects 
exposed to simulated high altitudes in the decompression 
chamber. 

Anaesthetized dogs were suddenly transferred from 
an atmosphere of pure oxygen to one of either 100% 
helium or 100% nitrogen delivered through a tightly 
fitting glass tracheal intubation tube inserted through the 
mouth and larynx. The anoxic anoxia produced led to 
respiratory failure in 120 to 240 seconds and cardiac 
failure shortly afterwards. Electrocardiographic records 
were taken successively from the first three standard 
leads during each minute of inhalation up to the end of 
the third minute. Eight dogs were used in each of the 
two groups. 

(1) An increase in potential of the T wave became 
evident during the first minute of exposure to the inert 
gas and increased to the third minute in all three leads in 
12 of the experiments, and in leads II and III only in 4 
of the animals breathing helium. (2) The voltage of the 
R wave decreased in two or more leads in 14 of the dogs. 
In three of the experiments an increase in voltage pre- 
ceded the fall. (3) No significant change occurred in 
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the voltage of the P wave. (4) Deviation of the S-T 
segment was observed in 4 dogs during exposure’ to 100% 
nitrogen. (5) A high take-off of the T wave was observed 
in 9 dogs. (6) Slowing of the heart occurred after the 
initial acceleration observed during the first minute. 
(7) The P-R interval was unaltered, and changes in the 
Q-R-S interval were within normal limits. 

Eleven observations were made on 7 human subjects 
whose oxygen supply was suddenly interrupted at a 
simulated altitude of 25,000 or 35,000 ft. (7,500 to 
10,500 m.). The experiments were continued until the 
subjects showed signs of losing consciousness. (1) De- 
crease in the voltage of the T wave occurred in all sub- 
jects after periods ranging from 10 to 90 seconds at the 
higher altitude. (2) Changes in the R-wave potential 
were not consistent. (3) Small increases in the voltage 
of the P wave were seen in eight of the eleven experiments. 
(4) No significant change was noted in the P-R or Q-R-S 
intervals, or in the S-T segment. In further experiments 
dogs were subjected to rapid decompression to 38,000 ft. 
(11,400 m.) and in some experiments to 58,000 ft. 
(17,400 m.). The transition between the initial decrease 
in the voltage of the T wave and the subsequent large 
increase was demonstrated. 

The electrocardiographic changes occurring during 
brief exposures to anoxic anoxia are probably due to 
functional changes and/or shifts in the electrical axis of 
the heart, rather than to permanent damage of the 
myocardium. A review of the literature suggests that 
either decrease or increase in the T-wave voltage may occur 
in anoxia. The results of this study indicate that in 
progressive anoxia the decrease or inversion of the 
T wave represents an initial stage; this is followed by a 
more severe condition during which the T wave increases 
in height. Studies on moderate anoxia in human sub- 
jects show the occurrence of electrocardiographic changes 
similar to those of the initial stage in the dog. In assess- 
ing the results of this study the influence of compensatory 
respiratory responses on the electrocardiograms cannot 
be overlooked, but evidence of the extent of this-factor is 
not available. C. B. McKerrow 


1585. The Influence of Vitamin B, Deficiency on the 
Pyruvate Exchange of the Heart 

R. S. RANDLEs, W. A. Himwicu, E. HomspurGer, and 
H. E. Himwicu. American Heart Journal [Amer. 
Heart J.) 33, 341-345, March, 1947. 10 refs. 


Pyruvate is a breakdown product of carbohydrate, . 


and thiamine is needed to oxidize it further. Samples of 
blood from the coronary sinuses and femoral arteries 
of normal dogs and of dogs which had been kept on a 
diet containing no vitamin B, were compared as regards 
their pyruvate, sugar, and lactate content. It was found 
that pyruvate was absorbed from the blood in the hearts 
of the controls and of those dogs which had no neuro- 
logical signs of vitamin-B deficiency. In the remainder 
the levels in the coronary sinus were higher than in the 
femoral artery, showing that the ability to oxidize the 
pyruvate had been lost. It is suggested that the heart 
may be an important source of the increase in the pyru- 
vate content of the blood in thiamine deficiency. Some 


of these dogs had inverted T waves. It is well known that 
flattening or inversion of T may occur in vitamin RB 
deficiency. Alterations in the metabolism of pyruvate 
may be a factor in producing this electrocardiographic 
change. C. W. C. Bain 


1586. The Heart in Uremia. An Electrocardiographic 
and Pathologic Study ; 

R. LANGENDORF and C. L. PIRANI. American Heart 
Journal [Amer. Heart J.] 33, 282-307, March, 1947, 
5 figs., 47 refs. ¢ 


The authors analyse 27 cases of uraemia from the stand- 
point of the electrocardiographic and necropsy findings, 
Pericarditis was found in 40% at necropsy without 
evidence of a specific uraemic myocarditis. Although 
the full series of chest leads was not used, curves character. 
istic of left ventricular hypertrophy were obtained in 
15 cases; in others changes were masked by bundle. 
branch block or cardiac infarct. Prolongation of the 
Q-T time was present in 14 patients; in 9 of these the 
blood calcium was estimated and found to be low in all 
but1. Tall, narrow T waves indicating hyperpotassaemia 
were observed in 7 patients; in the only instance in which 
the level of potassium in the blood was estimated it was 
found to be raised (24 mg. per 100 ml.). In these 7 
cases electrical systole was also prolonged, and it is 
suggested that the combination of tall, narrow T waves 
with a prolonged Q-T time only occurs in uraemia and 
Addison’s disease. C. W. C. Bain 


1587. Subacute Bacterial Endocarditis. Experiences 
During the Past Decade 

J. H. Seasury. Archives of Internal Medicine [Arch. 
intern. Med.] 79, 1-21, Jan., 1947. 18 refs. 


If this review of subacute bacterial endocarditis 165 
cases with 58 necropsies are reported between 1934 and 
1945. Changes in clinical features—such as fewer cases 
with petechiae, palpable spleens, or clubbed fingers— 
are attributed largely to earlier diagnosis. Normal urine 
was found in 38%, and 53% had normal white cell counts. 
Post-mortem findings indicated in 25% of cases myo- 
cardial infarction, predisposing to a loss of cardiac 
reserve in a proportion of cases whose infection was 
successfully treated. Before the advent of sulphon- 
amide therapy none of 69 cases was thought to have 
survived. Of 53 patients treated with sulphonamides 
alone, 1 recovered. Sulphonamide therapy with heparin 
was regarded as unsatisfactory, as no patients survived. 
With sulphonamide combined with fever therapy 2 
patients recovered out of 16 treated. The addition of 
neoarsphenamine had no effect. Penicillin treatment 
was successful in 7 out of 12 cases treated; in no instance 
was the dosage above 300,000 units daily and in several 
cases it was as lowas 160,000. Continuous intramuscular 
injection was a satisfactory method of administration. 

Treatment must be conditioned largely by the 
anatomical structure of the vegetations. These consist 
of an inner layer of fibrin, blood cells, platelets, and 
connective tissue, a middle zone of bacteria, and a thin 
outer zone of fibrin and blood cells, so that the major 
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part of the vegetation underlies the bacteria. Inhibition 
of thrombotic activity in deep and superficial layers by 
heparin seems indicated in early cases only. In estab- 
lished cases the aim is sterilization of the blood stream 
followed by deposition of fibrin over the vegetation. To 
treat the basal ulcerative process the bacteria must be 
attacked through capillaries formed in the affected area. 
Non-specific protein therapy is claimed to stimulate the 
immune forces of the body and its reparative processes. 
Hyperpyrexia is indicated if the infecting organism is not 
resistant to heat as shown by susceptibility at 37° and 
40° C. 

In 2 cases where tests were made of resistance to 
sulphonamide compounds during therapy, specific 
resistance was shown to increase in vitro. Streptococci 
of the viridans type isolated recently show a degree of 
resistance to sulphonamides rarely seen in early days; 
as high a level as 100 mg. per 100 ml. did not produce 
inhibition. There is evidence that a similar phenomenon 
may occur with penicillin; 500,000 units per day is advised 
for the first 2 or 3 weeks, and if positive blood cultures 
persist after 3 days of treatment 2,000,000 units per day. 

W. A. Bourne 


1588. Penicillin Therapy of Subacute Bacterial Endo- 
carditis. A Study of the End Results in Thirty-four Cases, 
with Particular Reference to Dosage, Methods of 
Administration, Criteria for Judging Adequacy of Treat- 
ment and Probable Reasons for*Failures 

W. S. Priest, J. M. Smitu, and C. J. McGee. Archives 
of Internal Medicine [Arch. intern. Med.] 79, 333-359, 
March, 1947. 10 figs., 10 refs. 


Of 34 patients admitted to the Wesley Memorial 
Hospital, Chicago, with subacute bacterial endocarditis, 
22 are alive and free from evidence of disease 13 to 
35 months after completing a course of penicillin tfeat- 


ment. The duration of the disease before treatment 
varied between 14 and 52 weeks. Twenty-two patients 
had a history of respiratory-tract infection and 3 of 
dental extractions. Clinically, 2 showed signs of menin- 
geal irritation with papilloedema. Bacteriologically, 
24 patients were infected with Streptococcus viridans and 
the remainder with other organisms—namely, Strepto- 
coccus pyogenes, Staphylococcus aureus, Staphylococcus 
albus, Streptobacillus moniliformis, Haemophilus para- 
influenzae. Great stress is laid on the importance of 
adequate dosage during treatment, 500,000 units given 
intravenously being the daily minimum recommended. 
Larger doses were employed in some cases. Daily 
doses of less than 400,000 units are useless. Treatment 
was continued for over 4 weeks; if at the end of this time 
the patient was not improving the dose was increased to 
2,000,000 units daily. Reactions were encountered in a 
high proportion of patients. Restriction of fluids 
during the waking period resulted in less wide’ fluctua- 
tions of the penicillin level in the blood. . No evidence 
could be found of a synergistic reaction between the 
sulphonamide drugs and penicillin except in 1 patient. 
The leucoctye count and the erythrocyte sedimentation 
rate were the most reliable criteria of success in therapy. 
‘Alan Kekwick 
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1589. The Cellular Mechanism of Recovery after Treat- 
ment with Penicillin. I. Subacute Bacterial Endocarditis 
R. A. Moore. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med. 31, 1279-1293, Dec., 1946. 
18 figs. 


The author, from investigations in the Washington 
University School of Medicine, compares the lesions of 
the heart in subacute bacterial endocarditis in 22 patients 
treated with penicillin and in 8 patients given no specific 
therapy. The vegetation is composed of a central core 
of necrotic tissue, a layer of bacterial colonies embedded 
in fibrin, and a superficial thin layer of fibrin. The 
necrotic core is similar to other foci of dead tissue, such 
as the caseous nodule of tuberculosis; there is no network 
of fibrin on which an invading granulation tissue may form 
and so the core undergoes organization slowly or not at 
all. The superficial layer of fibrin, on the other hand, 
is rapidly replaced by fibrous tissue. Penicillin promotes 
healing in subacute bacterial endocarditis, but the basic 
processes of healing are not modified. These processes 
are: covering of the expesed surface of the vegetation 
with fibrous tissue, invasion of the layer of colonies 
and phagocytosis of bacteria, calcification of bacterial 
colonies, hyalinization and calcification of the central 
core of the vegetation; and endothelization of the spaces 
and clefts in the vegetation. In some patients healing 
is accompanied by excessive calcification and the result 
is a calcified stenosis of the valve. Healing in subacute 
bacterial endocarditis is essentially the conversion of a 
vegetative endocarditis into a chronic endocarditis 
characterized by superficial vascularized connective tissue 
and central nodular calcification. T. Semple 


1590. Experiences with Penicillin and Dicumarol in the 
Treatment of Subacute Bacterial Endocarditis 

C. J. Tatty and O. O. Meyer. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 213, 300-307, 
March, 1947. 26 refs. 


A review is given of 13 cases of subatute bacterial 
endocarditis treated with penicillin and dicoumarol and 
of 9 cases treated with penicillin alone. As penicillin 
was still relatively scarce when the investigation was 
begun it was given intramuscularly in 6 daily doses of 
20,000 units each. Later, with added experience and 
with more penicillin available, at least 25,000 units was 
given every 3 hours and some refractory cases received 
much larger doses. Dicoumarol was administered in an 
initial dose of 4 to 5 mg. per kilo body weight, and 
subsequently in daily doses of 1-5 mg. per kilo to main- 
tain a prothrombin time between 25 and 50% of normal. 
The-total dosage of penicillin and the duration of treat- | 
ment varied greatly from case to case, which made it 
very difficult for the authors to come to definite con- 
clusions on the best technique to be employed. They 
tentatively suggest that penicillin alone or combined with 
dicoumarol should be administered for a minimum of 
6 weeks, and that this prolonged therapy gives much better 
results than anything previously employed. The disease 
was ultimately arrested in 10 of the 13 cases treated with 
penicillin and dicoumarol, while it was arrested only in 
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3 of the 9 cases receiving penicillin alone. These results 
were not, however, as significant as they might seem, as 
the cases treated with penicillin and dicoumarol were on 
the whole more sensitive to penicillin than those given 
penicillin alone. The authors are therefore sceptical 
of the value in this condition of anticoagulant therapy, 
which carries with it grave hazards. One of the patients 
treated with dicoumarol died of cerebral haemorrhage, 
which may have been precipitated by the drug. One 
patient, who was apparently cured, relapsed after a tooth 
extraction, in spite of the fact that he had been given 
15,000 units of penicillin every 3 hours for 14 hours 
before and for 54 hours after the extraction. Larger 
prophylactic doses are therefore necessary to prevent the 
development of subacute bacterial endocarditis. It was 
noted that initial small inadequate doses of penicillin 
only intensified the difficulties of ultimate control. 
D. M. Dunlop 


1591. Infective Endocarditis of the Tricuspid Valve. 
Report of a Case due to Strepgococcus viridans 

I. M. Lipracu. British Heart Journal (Brit. Heart J.] 
9, 65-68, Jan., 1947. 18 refs. 


The author points out that although tricuspid lesions 
often escape clinical recognition, post-mortem figures 
show that they are more common than is generally 
supposed. Endocarditis lenta affects mainly the left 
side of the heart, and when the right side is involved the 
tricuspid endocarditis is due more often to the gonococcus 
and pneumococcus than to Streptococcus viridans. 

The case described occurred in a man aged 50 and fol- 
lowed pneumonia in spite of administration of sulpha- 
pyridine, sulphathiazole, sulphamezathine, and sulpha- 
diazine. Bloéd culture revealed a pure growth of 
Str. viridans. The signs referable to the heart consisted 
of systolic and diastolic murmurs at the lower end of the 
sternum, with the addition later of a systolic murmur 
at the aortic area. Two days before the man died the 
systolic murmur at the base of the sternum was much 
louder and suggested tricuspid endocarditis. Atnecropsy 
vegetations were limited to the tricuspid and aortic valves. 
The source of infection was thought to be infected teeth, 
but unfortunately no cultures were made of the organisms. 

[The author reiterates most of the well-known signs of 
tricuspid involvement, although his cases did not show 
them, and emphasizes the persistence of systolic and 
presystolic bruits at the xiphisternum.] S. Oram 


1592. i of Auricular Murmurs from a 
Case with Mitral Stenosis and Heart Block 


G. NyLin and G. Biérckx. British Heart Journal [Brit. . 


Heart J.) 9, 16-18, Jan., 1947. 1 fig., 7 refs. 


The authors describe a case of rheumatic heart disease 
with aortic stenosis and regurgitation and mitral stenosis 
in which, owing to the presence of complete heart block, 
the presystolic murmur of mitral stenosis was clearly 
of auricular origin. This was demonstrated by a com- 
parison of the simultaneous records of the phonocardio- 
gram and the electrocardiogram. The authors point out 
that the so-called first heart sound sometimes consists of 
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a fusion of an auricular and ventricular sound, so that in 
some but not all cases of partial heart block with pro. 
longation of the P-R interval a presystolic or double 
first sound can be heard. The qualities of the auricular 
sound place it in the class of murmur. The authors’ 
records confirm the finding that the presystolic murmyr 
of mitral stenosis is not crescendo in type, as is co 
thought, but that this effect on ausculation is illusory, 
In their case the auricular murmur began 0-16 second 
after the begining of the P wave and lasted 0-14 tg 
0-16 second. S. Oram 


1593. The Effect of Atabrine on Auricular Fibrillation 
and Supraventricular Tachycardia in Man 

M. M. GerTLER and S. B. YOHALEM. Journal of the 
Mount Sinai Hospital [J. Mt Sinai Hosp.] 13, 323-321, 
March-April, 1947. 2 figs., 17 refs. 


A preliminary report describes the restoration of 
normal rhythm in 1 case of auricular fibrillation and 1 of 
nodal tachycardia by the administration of “ atabrine” 
(mepacrine) intramuscularly and intravenously respec- 
tively. Seven other cases have been treated. The 
intramuscular dose of atabrine was 0-6 g., the intravenous 
dose 0-1 g. In both cases the disorder of cardiac 
rhythm was an acute complication of another condition 
(erysipelas and diffuse carcinomatosis). Mepacrine is 
supposed to act by paralysing the vagal inhibitory fibres 
to the heart and by depressing the excitability of the 
myocardium. It is considered superior to quinidine in 
this respect because it not only acts more quickly but 
also is less toxic. 

[It is yet to be explained why antimalarial drugs should 
have this effect, and no mention is made of the similar 
action of procaine, though 10 ml. of 1% procaine was 
given with the mepacrine in the first case.] 

H. E. Holling 


1594. Pathology of the Mitral Valve in the Older Age 
Groups 

J. ROSENTHAL and I. FeiGin. American Heart Journal 
[Amer. Heart J.] 33, 346-361, March, 1947. 10 refs. 


Out of 177 consecutive necropsies in a hospital for 
chronic cases disease of the mitral valve was found in 
81 (46%). The patients were aged from 40 to 90 years, 
more than half being between 60 and 80. The changes 
ranged from slight thickening of the mitral ring to obvious 
deformity, stenosis, or calcification. Of the abnormalities 
noted, 60% were degenerative and due to atheroma. In 
2 cases atheromatous deposits had caused stenosis. The 
remaining 40% (32 cases) were rheumatic; 12 of these 
had mitral stenosis. Although a history of rheumatic 
fever was seldom obtained, signs of activity were present 
in nearly half of the rheumatic valves, and acute lesions, 
sometimes including Aschoff bodies, were seen in one- 
quarter. Calcification was superimposed upon _ the 
rheumatic lesion in half of the cases, and in one-quartet 
of the degenerative group. Murmurs, mostly systolic, 
were present during life in 75% of the rheumatic group; 


the corresponding figures for the atheromatous group. 


are not given. Of the patients with rheumatic mitral 
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lesions 50% were over 60, and 3 were over 80: in half, 
the mitral disease was thought to have contributed to the 
death of the patient. C. W. C. Bain 


1595, ‘Therapeutic Uses of Khellin. Method of Standard- 


isation 
G. V. Anrer, G. S. BARsouM, M. R. KENAwy, and G. 
MisraHy. Lancet [Lancet] 1, 557-558, April 26, 1947. 
4 refs. 


Khellin is the active principle contained in extracts of 
seeds of Ammi visnaga Lam. It is a di-methoxy-methyl- 
fyrano-chromone and is thus allied to the coumarines and 
possibly to the flavones. In 1945 it was discovered that 
khellin is a potent coronary vasodilator; ‘results obtained 
in over 150 cases of angina have been “ extremely 
encouraging’. Thedoseis 100 mg. given intramuscularly 
once or repeatedly or 50 to 100 mg. by mouth three times 
aday. Given intramuscularly 200 to 300 mg. produced 

- complete and prolonged relief in 41 out of 45 cases of 
severe bronchial asthma; the effect is less prompt but 
more lasting than that of adrenaline or ephedrine. A 
warning is given against the use of crude or non-standard- 
ized extracts; impurities may cause severe gastro- 
intestinal disturbance. Extracts for oral or intramuscular 
use should contain not less than 50 mg. per ml. 

A colorimetric method of standardization is described, 
based on the observation that khellin gives a character- 
istic pink colour reaction with a saturated solution of 
caustic potash. To 5 ml. of a saturated solution of 
caustic potash are added 0-05, 0-1, 0-15, 0-2, and 

_ 0-25 ml. respectively of a standard solution containing 
25 mg. of chemically pure khellin in 100 ml. of distilled 
water. Pink colour of varying intensity develops in 
about 10 minutes and remains unchanged for several 
hours. One ml. of the extract to be standardized is 
diluted with 200 ml. of water, and 0-2 ml. of this dilution 
is added to a sixth tube also containing 5 ml. of a saturated 
solution of caustic potash. The colour is then matched 
in a colorimeter or by naked eye against the set of stand- 
ard solutions. The limit of error of this method is 
about 6 mg. per ml. Greater precision (not required 
for pharmaceutical purposes) can be achieved by using 
different standard solutions and a more highly diluted 
solution of the extract to be tested. [See also the same 

authors’ paper in Brit. Heart J., 1946, 8, 171.] 

A. Schott 


1596. Further Observations on the Prognosis in Angina 

Pectoris due to Coronary Sclerosis. A Study of 405 

Patients who Survived Ten or More Years 

G. E. Montcomery, T. J. Dry, and R. P. GAGE. 

Medicine (Minn. med.] 30, 162-165, Feb., 1947. 
refs. 


A study was made of 405 patients who survived 10 or 
more years after the initial diagnosis of angina pectoris 
had been made at the Mayo Clinic. The sex incidence 
was 2°6 : 1 in favour of males, compared with 4-3 : 1 in 
the total series of 3,440 unselected cases of angina. It 
is therefore clear that men fare worse than women. The 
average age of this group when angina was first diagnosed 
was 4 years less than that of the whole series. 


507 
The bad prognostic influence of hypertension, myo- 
cardial infarction, cardiac enlargement, choroidal 
vascular sclerosis, and congestive heart failure was shown 
in a previous report from the same clinic (Parker et al., 
J. Amer. med. Ass., 1946, 131, 95). In the present series 
of patients surviving, the percentage incidence of these 
factors when angina was first diagnosed was 19-5, 17-5, 
16-8, 6, and 2-5 respectively. [Unfortunately the 
incidence of these factors in the whole group is not given.] 
The authors again stress the prognostic gravity of the 
inverted T1, 2 pattern; for in a 5-year survival group 
this pattern was seen half as frequently, and in the 
10-year survival group a quarter as frequently, as any of 
the other T-wave patterns. No explanation for this 
could be offered. Paul Wood 


1597. Further Observations on the Treatment of the 
Anginal Syndrome with Thiouracil 

S. Ben-AsHEeR. American Heart Journal [Amer. Hear 
J.] 33, 490-499, April, 1947. 9 refs. 


Thirty-seven patients who had had angina pectoris 
for periods varying from 8 months to 9 years were treated 
with thiouracil. An initial dose of 0-4 or 0-6 g. daily 
for 2 to 3 weeks was followed by a maintenance dose of 
0-1 or 0-2 g. daily for 4 to 7 months. The drug had to 
be discontinued in 5 patients because of fever in the first 
10 days of treatment, and in 3 patients because neutro- 
penia developed in the fourth month of treatment. The 
results were classed as excellent if the patients did not 
have precordial pain in the course of normal activity 
while under treatment and showed an increase of 100% 
or more in ability to perform an exercise tolerance test ; 
other results were classed as good, fair, or poor. 

The results were considered to be excellent in 7 patients, 
good in 13, fair in 5, and poor in 12, the last group 
including a patient who died in the second week of 
treatment. Twelve patients, of whom 9 relapsed, were 
given a placebo during or after the course of treatment. 
The average duration of improvement after treatment was 
stopped was 7 months. The average lowest level to 
which the basal metabolic rate (B.M.R.) dropped was 
— 16%, but the fall in B.M.R. did not always parallel the 
clinical improvement. The smaller initial dosage 
(0-4 g. daily) was almost as effective as the larger dose 
(0-6 g. daily). B. McArdle 
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1598. Electrocardiographic Changes in Paroxysmal 
Hypertension due to Chromaffin Adrenal Tumour. [In 
English] 
T. EspeRsEN and J. JoRGENSEN. Acta Medica Scandi- 
navica [Acta med. scand.| 127, 494-500, 1947. 2 figs., 
19 refs. 


It has been known since 1937 that during the attacks 
of hypertension resulting from adrenal phaeochromocyto- 
mata the patient’s blood contains a substance which has 
the same biological effects as adrenaline; more recently 
this has been shown to be adrenaline itself. Adrenaline 
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is known to have the effect of increasing the irritability 
of the heart with heterotopic impulse formation. The 
authors give details of a patient in whom such impulse 
formation was seen twice. 

The patient, a man aged 49, had been suffering for 
about 4 years from angina-like attacks with a rapid, 
irregular heart action and violent headaches. Because 
he had an enlarged thyroid gland, a basal metabolic 
rate of plus 30%, intermittent arrhythmia perpetua 
[? auricular fibrillation], and slight glycosuria a diagnosis 
of thyrotoxicosis was made and thyroidectomy was 
performed. After the operation he remained free from 
symptoms for 4 or 5 months. The authors state that 
thyrotoxicosis is often confused with this syndrome, and 
that methylthiouracil may cause temporary cessation of 
attacks. The patient’s symptoms recurred and he was 
readmitted to hospital, where a large right-sided 
phaeochromocytoma was diagnosed; during the attacks 
his blood adrenaline was found to be increased 44 to 5 
times. The tumour was successfully removed. Electro- 
cardiograms were taken during attacks, between attacks, 
and after operation. Those taken in the free intervals 
between attacks showed various pictures, normal findings 
alternating with sinus tachycardia, auricular fibrillation, 
auricular flutter, and simple sino-auricular disassociation. 
After the operation auricular fibrillation was present, and 
after digitalis had been given the electrocardiogram 
became normal. The authors state that although 
heterotopic impulse formation is characteristic of this 
syndrome, auricular fibrillation has not previously been 
recorded. S. Oram 


1599. Cholinesterase and Arterial Tension. (Cholin- 
estérase et tension artérielle) 

L. LippRECHT. Presse Médicale [Presse méd.] 55, 163- 
164, March 8, 1947. 1 fig., 6 refs. 


Cholinesterase is a diastase belonging to a group of 
lipases. It inactivates acetylcholine by hydrolysis into 
choline and acetic acid. In this way cholinesterase 
determines the amount of acetylcholine in the body, the 
latter being the chemical mediator in cholinergic nervous 
transmission. Eserine and prostigmin are two powerful 
inhibitors of cholinesterase. The author believes that 
the level of blood cholinesterase depends on the activity 
of the autonomic nervous system. Thus, a state of 
hyperparasympathicotonia: in which acetylcholine is 
produced in large quantity will be followed by high 
values of cholinesterase, necessary to neutralize the effects 
of acetylcholine. On the other hand, hypersympathi- 
cotonia will produce little cholinesterase. Such factors 
as endocrines and neoplasms should not be forgotten, 
as they tend to influence the level of blood cholinesterase. 

In normal subjects the blood pressure is intimately 
related to the tonus of the autonomic nervous system. 
Vagotonia is characterized by a low systolic and relatively 
high diastolic pressure; sympathicotonia is accompanied 
by a high systolic and a low diastolic pressure. It has 
been shown experimentally in the cat that lowering of 
the blood pressure causes a fall in the serum cholinesterase. 
An opposite result is produced by a rise in blood pressure. 
In man a state of hypersympathicotonia, as in untreated 
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hyperthyroidism, shows high cholinesterase levels, py 
vagotonic states high acetylcholine production is accom. 
panied by low serum values of cholinesterase, the latter 
being mobilized and used in the nervous system. Experi. 
mentally, administration of eserine and prostigmin wil] 
induce an increase of acetylcholine activity in the body, 

In 74 cases of hypertension the blood cholinesterase, 
as measured by the manometric method of 
was on the average 71 c.mm. carbon dioxide. In 159 
controls it was 60c.mm. The values of 50 and 70 c.mm, 
are the extreme limits of normal. Of the hypertensive 
cases, 42 were of essential hypertension, and they showed 
an average value of 71 c.mm.; in cases of hypertension 
associated with renal disease the average was 63 c.mm, 
Renal hypertension thus shows normal values of cholin. 
esterase; this would mean that the autonomic nervous 
system does not play a part in its aetiology. On the 
other hand, essential hypertension and high cholinesterase 
values are related, and there is direct relation between the 
values of cholinesterase and the blood pressure [systolic 
blood pressure—according to the figure]. This relation. 
ship implies a purely nervous origin of essential hyper- 
tension; the primary cause would be an overaction of the 
sympathetic nervous system, the overactivity itself being 
-determined by hereditary and constitutional factors. 

These findings show the way to treatment of essential 
hypertension by substances capable of inhibiting 
cholinesterase. The author’s therapeutic experiments 
have shown that the blood pressure comes down after 
the administration of prostigmin in doses hitherto 
reserved for cases of myasthenia gravis. The article 
concludes with the hope that this new physiological agent 
will help to solve the problem of treatment of 
hypertension. 

[Unfortunately the author has not included any case 
histories in this otherwise well-thought-out paper. No 
doubt biochemists and clinicians will try to verify his 
claims. At a time when there is widespread interest in 
the problem of essential hypertension and its treatment, 
when surgery seems to impose itself more and more in the 
field of therapeutics, this paper is a timely reminder of 
the potentialities of experimental medicine and _ bio- 
chemistry in solving the problem of treatment in essential 
hypertension. ] A. I. Suchecki 


1600. The Elaboration of Histamine in Vivo in the 
Treatment of Peripheral Vascular Disorders. A Pre- 
liminary Report 

Z. T. WiRTSCHAFTER and R. WIDMANN. Journal of the 
American Medical Association [J. Amer. med. Ass.} 133, 
604-605, March 1, 1947. 4 refs. 


Following a recent report by Katz on the treatment of 
peripheral vascular disease by intravenous injections of 
ether the authors tried this method in 12 cases. Five 
responded well but in the remaining 7 the injections had 
to be discontinued because of complications, such as 
thrombosis at the site of injection or elsewhere, haema- 
turia, or jaundice. As explanation of the action of ether 
it was suggested that histamine was liberated in the tissues 
and acted as a vasodilator. To avoid the complications 
of ether injection the authors tried to reproduce in vivo 
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Holtz’s findings of conversion in vitro of histidine into 
histamine by the action of ascorbic acid. An intra- 
yenous injection of 500 mg. of sodium ascorbate was 
followed by an intramuscular injection of 5 ml. of 4% 
K-)-histidine monohydrochloride and simultaneous sub- 
cutaneous injection of 100 mg. sodium ascorbate. The 
injections were repeated at intervals of 4, 6, 8, or 12 hours 
according to the severity of the condition, and in addition 
to the injections 600 mg. ascorbic acid was given by mouth 
daily. Of the 11 patients thus treated, 7 suffered from 
arteriosclerosis obliterans (2 of them had diabetes and 
4 gangrene), 2 from thrombo-angiitis obliterans, and 2 
from sudden arterial occlusion. All patients responded 
to treatment, with subjective and objective improvement 
in the affected limbs; in no case has amputation become 
necessary. The authors intend to study this form of 
treatment in various cardiovascular and in other 
conditions where benefit could be expected from 
vasodilatation. B. Samet 


1601. The Diagnosis and Treatment of Thromboangiitis 
Obliterans in the Vascular Centers of Army General 
Hospitals 

N. E. FREEMAN. American Heart Journal [Amer. Heart 
J.] 33, 332-340, March, 1947. 6 figs., 8 refs. 


Details are given of 274 male patients with thrombo- 
angiitis obliterans treated in five Army hospitals. The 
symptoms, of which intermittent claudication was the 
commonest (two-thirds of the cases), had been present 
from 1 month to 13 years, with an average of 22 months. 
Out of 150 patients one-fifth were Jews. Some 92% of 
the patients were 26 to 40 years of age. Migratory 
phlebitis was present in less than. one-third, and a few 
showed Raynaud’s phenomenon. In 63% two or more 
limbs were involved and in 7% all four limbs. The 
coronary arteries were thought to be affected in a few 
instances, and the cerebral vessels in 1 case. The most 
valuable measure in treatment was found to be complete 
and permanent abstinence from smoking. Of other 
forms of medical treatment, intravenous typhoid vaccine 
and injections of tissue extracts were found useful. 
A minority of the cases had surgical treatment, mainly 
sympathectomy and sympathetic block which resulted 
in improvement with few exceptions. Amputation of 
the leg was necessary in only 2 cases, and it is emphasized 
that these men had not given up smoking. Minor 
amputation was performed 12 times. 
S. H. Cookson 


1602. Pulmonary (Venous) Air Embolism 

T. M. Durant, J. Lonc, and M. J. OPPENHEIMER. 
American Heart Journal [Amer. Heart J.} 33, 269-281, 
March, 1947. 5 figs. 18 refs. 


In the pulmonary or venous form of air embolism air 
enters a systemic vein and is carried to the right ventricle 
where it produces a loud churning sound, which may 
even be heard by the unaided ear. The air obstructs 
the passage of blood into the pulmonary artery, and 
cyanosis, a rapid thready pulse, and syncope ensue. 
This condition should be differentiated from arterial air 


embolism, in which air enters the pulmonary veins and 
is carried into the arterial system, producing symptoms 
and signs as a result of arterial obstruction particularly 
of the coronary and cerebral arteries. Venous air 
embolism occurs: (1) as a result of surgical operations 
when a vein is opened; (2) after diagnostic and thera- 
peutic air injections; (3) during delivery of patients with 
placenta praevia; and as the result of accidental entrance 
of air into intravenous apparatus. In experiments on 


dogs, after the injection of air into the femoral vein ‘the 


right ventricle became markedly dilated and the most 
ventral portion of its outflow tract was found to contain 
a large air bubble. If the animal was turned on its left. 
side before the dilatation became extreme the contrac- 
tions of the ventricle again became strong and the animal 
recovered. The condition was aggravated when the 
animal was turned onits right side. Electrocardiographic 
studies showed the rapid appearance after the injection 
of air of changes in the S-T segment and T wave with 
abnormal rhythms and conduction disturbances. 

[An important clinical bearing of this work is that 
venous embolism may be recognized by sounds heard 
over the right ventricle, and that life may be saved by 
turning the patient into the left lateral position, so 
displacing the air trap from the outflow tract of the right 
ventricle. ] S. H. Cookson 


1603. Bearing of General Nutritional State on Athero- 
sclerosis 

S. L. Wiens. Archives of Internal Medicine [Arch. 
intern. Med.] 79, 129-147, Feb., 1947. 28 refs. 


By obesity this author means the presence of 3 cm. 
or more of fat in the abdominal parietes as disclosed at 
post-mortem examination. A very thorough but 
rather inconclusive study is made of the well-known 
relation between obesity and atherosclerosis. The 
study included 395 obese persons, 372 persons of average 
nutrition, and 483 poorly nourished persons 35 years of 
age and older. It was found that advanced athero- 
sclerosis was about twice as common in the obese as in 
the poorly nourished group. In the group whose nutri- 
tion was average there was less severe atherosclerosis 
than in the obese group, but the condition was more 
severe than in the poorly nourished one. a 

Although there is a very distinct association between 
obesity and atherosclerosis it is not at-all clear from the 
present survey just what that relation is, whether it is 
simple or multiple, or how it operates. Indeed, some of 
the author’s revelations would support the contention 
that atherosclerosis promotes obesity rather than the 
reverse. In any case the relation demonstrated between 
the state of nutrition at necropsy and the degree of 
atherosclerosis is independent of age, sex, hypertension, 
heart weight, and diabetes, but atherosclerosis of the 
coronary arteries in men seems to bear a more striking 
relation to obesity than it does in women. This survey 
does little more than establish the fact that obesity is 
at least closely associated with atherosclerosis, and it 
confirms the fact, very well known to insurance com- 
panies, that obesity at ages over 35 is a menace. 

G. F. Walker 
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Disorders of the Blood 


1604. Purpura Necrotica. A Possible Clinical Applica- 
tion of the Shwartzman Phenomenon 

J. H. SHELDON. Archives of Disease in Childhood 
[Arch. Dis. Childh.] 22, 7-13, March, 1947. 6 figs., 
6 refs. 


Three girls suffering from purpura necrotica are de- 
‘scribed, aged respectively 5 years, 3 years, and 11 months. 
Their illnesses were similar, though the disease was much 
milder in the youngest patient than the others. The first 
phase was acute, lasted from 4 to 14 days, and was 
characteristic of anaphylactoid purpura. Pains in the 
limbs, subcutaneous swellings, slight fever, and malaise 
occurred but no affection of viscera or mucous membranes. 
There was a purpuric rash (severe in 2 cases) almost 
confined to the buttocks and lower limbs; the lesions were 
raised with sharp edges, were surrounded by a thin red 
rim, and had a black haemorrhagic bulla in the centre; 


the shape of many was remarkably angular. Where the. 


purpura was confluent the larger areas were of geometrical 
shape. After.the acute phase, recovery began, the lesions 
becoming very hard. The small, discrete lesions peeled 
away and the larger ones separated as sloughs, taking 
10 to 21 days in the process and leaving healthy cavities 
lined with granulation tissue. As soon as the sloughs 


separated the children felt well and the cavities healed 


in from 6 weeks to 2 years, skin grafting being necessary 
in | case. Since the lesions have healed the children have 
remained healthy. Laboratory investigations were 
normal except for normocytic anaemia and leucocytosis 
while the slough was separating. There were no sequelae 
apart from scarring. 

Reports of 2 similar cases have been found in the 
literature. It is suggested that the situation and shape 
of the lesions were due to slight continued pressure of 
external objects during the critical phase of the illness. 
The pathological process involved appears to be that 
known as the Shwartzman phenomenon. The descrip- 
tion of Shwartzman’s experimental lesions tallies with 
- the lesions of these children. E. Lipman Cohen 


1605. Histologic Changes Occurring in the Hemo- 
poietic Organs of Albino Rats after Single Injections of 
2-Chloroethyl Vesicants. A Quantitative Study 

J. E. Kinprep. Archives of Pathology [Arch. Path., ° 


Chicago] 43, 253-295, March, 1947. 11 figs., 58 refs. 


Lethal doses of sulphur mustard, bis f-chloroethyl 
sulphide, and the hydrochlorides of three nitrogen 
mustards—ethyl-bis 8-chloroethyl amine, methyl-bis f- 
chloroethyl amine, and tris f-chloroethyl amine—were 
injected intravenously into rats. The animals were 
killed by exsanguination 1, 2, 3, and 4 days after the 
injection and the various organs examined. Control 
animals were given injections of saline and killed after 
1 day. The main effects were lymphopenia in the blood, 


reduction in the size and amount of lymphoid tissue of 
the thymus, cervical lymph nodes, and the spleen, ang 
hypoplasia and hyperaemia of the femoral marrow, the 
methyl-bis amine causing some neutropenia as wel], 
The tris amine caused the greatest lymphopenia, and the 
methyl-bis form was the least toxic. The lymphoid 
organs were the first and most severely affected; lympho. 
cytes were destroyed, mitosis was inhibited, and lympho. 
cytes were lost from the blood by migration through the 
injured intestinal mucosa. The effects were maximal on 
the second day after injection; on the third day regenera. 
tion of lymphocytes began by the appearance of mitosis 
among the medium-sized lymphocytes. The direct 
action on lymphocytes was confirmed by suspending 
fragments of thymus in plasma to which the tris amine 
had been added; the lymphocytes showed signs of nuclear 
damage within 2 hours, rather similar to the changes 
produced by exposure to radium or x-radiation, 
Adrenalectomized rats reacted in the same way, but the 
author still thinks that the adrenal cortex may play some 
part in the production of the lymphopenia. The reticulum 
cells of the lymphoid tissues were not directly involved, 
but the task of phagocytosing excessive numbers of 
damaged lymphocytes seemed to result in the death of 
some of them. The femoral bone marrow was less 
affected than the lymphoid tissue. There was a definite 
destruction of cells and inhibition of mitosis lasting 
1 to 2 days, and then recovery. The neutrophilic 
granulocytes were most damaged, mature cells 
degenerated or migrated, and myelocytes showed in- 
hibition of mitosis; eosinophils were affected as well 
but to a less extent. Erythroblasts showed a transient 
depression. Megakaryocytes seemed least involved. 
Of the mustards used, the methyl-bis form had the most 
marked action on the bone marrow. 

[The dose employed in these experiments was about 
ten times the dose per unit body weight used for the 
treatment of human beings.] M. C. G. Israéls 


1606. Parahaemophilia. Haemorrhagic Diathesis due to 
Absence of a Previously Unknown Clotting Factor 

P. A. Owren. Lancet [Lancet] 1, 446-448, April 5, 
1947. 2 figs., 1 ref. 


_ The case is recorded of a woman with a haemorrhagic. 


state dating from her third year; there was no family 
history of a like disorder. Laboratory tests showed a 
prolonged coagulation time and a prolonged prothrombin 
time by Quick’s method. There was no improvement 
from treatment with vitamin K, and further tests revealed 
that the “ prothrombin time ’’ was reduced to normal by 
the addition of 20% of normal serum from which all 
prothrombin had been removed. Quick’s test was thus 
fallacious in this case, and there was a defect of some 
factor hitherto unrecognized; it was shown not to be 


prothrombin, thrombokinase, calcium, or fibrinogen. 
510 
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ANAEMIA 


The author calls this “ factor V **, and believes that its 
place in the coagulation process can be expressed thus: 
prothrombin +factor V +thrombokinase +calcium <thrombin 
He has named his patient’s disorder “‘ parahaemophilia ”’. 
R. Bodley Scott 


1607. Pseudohaemophilia Determined by an Excess of 
Anticoagulants Similar to Heparin. (Pseudo-hemophilie: 
déterminée par un excés de substances anticoagulantes 
du genre de ’héparine) 

M. R. Castex and A. PavLovsky. Sang [Sang] 18, 
1-11, 1947. 2 figs., 2 refs. 


Five cases in males of a syndrome characterized by 
excessive bleeding, with slightly prolonged clotting time, 
slightly lowered prothrombin index, and normal bleeding 
time, platelet count, and clot retraction, are described. 
Three of the patients were brothers; the other 2 were 
not related, although the brother of 1 and the mother of 
the other were said to suffer from abnormal bleeding. 
Symptoms first appeared at ages between 8 months and 
10 years, and were at first related to trauma; later they 
occurred spontaneously. They consisted of spontaneous 
haemorrhages into muscles, severe epistaxis, continued 
bleeding after extraction of teeth, and, in 1 case, a 
haemarthrosis. Clotting times never exceeded twice the 
upper limit of normal (18 minutes, Lee and White), and 


were not affected by administration of calcium or vitamins — 


K and D; prothrombin indices varied from 70 to 80% 
of normal and were not affected by vitamin K; the clot- 
ting time of recalcified citrated plasma was normal, and 
the patients’ plasma did not prolong the clotting time of 
normal blood. Addition of protamine to patients’ shed 
blood reduced the clotting time to normal, but injection 
of 10 to 40 mg. protamine had no effect on the clotting 
time of blood collected 20 minutes later, although these 
injections neutralized the effect of heparin injected into 
a healthy control. The authors conclude that a circu- 
lating anticoagulant similar in some respects to, but not 
identical with, heparin was present. G. Discombe 


1608. An Anticoagulant Present in the Blood of a 
Clinically Haemophilic Patient. (Sur un anticoagulant 
présent dans le sang d’un sujet cliniquement hémophile) 
M. Lamy, M. Burstein, and J. P. Souter. Revue 
d’Hématologie [Rev. Hémat.} 1, 421-433, 1946. 10 refs. 


The authors describe a patient suffering from the 
clinical manifestations of haemophilia whose blood 
plasma delayed the clotting of normal blood or plasma. 
The patient, aged 21, had bled freely from the mouth 
and nose, and suffered from haematemesis and melaena, 
haematuria, and haemarthroses since the age of 18 
months; no other members of his family appeared to be 
affected, although his father was said to have suffered 
from epistaxis. Haemarthroses occurred 50 or 60 times 
a year, and affected elbows, knees, and ankles. Examina- 
tion showed normal bleeding time, tourniquet test, 
capillary fragility, blood count, platelet count, pro- 
thrombin time, clotting on addition of thrombin, and 
content of “‘ masked ” antithrombin; the anti-fibrinolytic 
power of the blood was normal. 


Sil 


When 1/10 to 1/20 volume of the patient’s non-citrated 
plasma, unheated or heated to 65° C. for 30 minutes, 
was added to normal blood or to normal plasma, which 
was then recalcified, the clotting time was prolonged two 
to eighteen times. The clotting time of the patient’s 
recalcified citrated plasma varied’ with the content of 
platelet substance: it was greatly prolonged when plasma 
freed of platelets by centrifugation and filtration was used, 
less prolonged when platelets were normal in number 
and intact, and least (though still greater than normal) 
when the platelets were destroyed by freezing or by 
addition of distilled water; it was not affected by addition 
of protamine. 

The authors conclude that a circulating anticoagulant 
was present; it was neither heparin, an anti-prothrombin, 
nor an anti-thrombin; it probably interfered with the 
activation of the thromboplastin of plasma or platelets. 
Three similar cases are found in the literature. 

G. Discombe 


1609. Contribution to the Pathogenesis of Hemophilia 
A. Paviovsky. Blood [Blood] 2, 185-191, March, 
1947. 1 fig., 38 refs. ; 


The author reviews briefly the three main theories 


‘relating to the prolongation of coagulation time in 


haemophilia. He then refers to some experiments 
suggesting that there is an excess of anticoagulant 
substance in haemophilic patients, its stability varying 
in different patients. This is not incompatible with the 
view that there is a deficiency of globulin fraction, since 
the excess of anticoagulant substance (which may be 
Tocantin’s anticephalin) may act on the globulin fraction 
diminishing its coagulant power. Attempts were made 
to inactivate this anticoagulant fraction by refrigeration, 
with irregular results. John F. Wilkinson 


1610. Blood Changes in the Aged 
O. Edinburgh Medical Journal [Edinb. med. J.] 
54, 306-321, June, 1947. 2 figs. 


1611. The Coagulation of Blood. Investigations on a 


New Clotting Factor. [In English] 
P. A. Owren. Acta Medica Scandinavica [Acta med. 
scand.] Suppl. 194, 1-327, 1947. 60 figs., Bibliography. 
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1612. Folic Acid as a Therapeutic Agent 

L. S. P. Davison and R. H. Girpwoop. British 
Medical Journal [Brit. med. J.) 1, 587-591, May 3, 1947. 
1 fig., 16 refs. 


The authors present their experience in the treatment 
with folic acid of 48 patients with various haematological 
and alimentary disorders, and discuss the mechanism of 
its action. Of 16 cases of pernicious anaemia treated 
only 1 failed to respond. Daily oral dosage Varied from — 
2-5 to 20 mg., and 5 mg. daily would appear adequate 
to restore the blood to normal. Response to smaller 
doses was variable, while single large doses appeared 
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wasteful and their effect temporary. Four patients 
sensitive to parenteral liver extract-were treated success- 
fully with folic acid. The one case unresponsive to folic 
acid was complicated by severe granulocytopenia and 
pyrexia, followed by multiple peripheral neuritis; it 
subsequently responded to anahaemin. Of 3 patients 
with subacute combined degeneration of the cord 2 
failed to improve and 1 deteriorated neurologically under 
folic-acid therapy. 

In the continued treatment of 2 previously reported 
cases of refractory megaloblastic anaemia (Lancet, 
1946, 2, 273) and in 2 new cases, folic acid proved a fairly 
effective haematopoietic agent. Macrocytosis persisted 
in 2 cases but was abolished in one instance by the use of 
proteolysed liver. A group of 12 cases showing varying 
degrees of aplastic or hypoplastic anaemia, leucopenia, 
and thrombocytopenia, of idiopathic origin in 6 instances 
and secondary to sulphonamide or x-ray therapy in 6, 
failed to improve with 5 to 20 mg. of folic acid daily. 
Of 10 cases of sprue syndrome (Lancet, 1947, 1, 511), 
haematological response to folic acid was unsatisfactory 
in 9 and fat absorption was unaltered in 5 out of 6 cases; 
diarrhoea, however, was controlled, and the clinical 
picture improved on about the fifth day of treatment in 
4 cases of tropical sprue and 3 of idiopathic steatorrhoea. 
Three cases of coeliac disease were not improved and~ 
5 cases of idiopathic ulcerative colitis showed no response 
with up to 60 mg. of folic acid daily for 6 to 11 days. 

Haematological response to folic acid is obtained only 
where the marrow is megaloblastic, or where leucopenia 
and thrombocytopenia form part of this aberration, as 
in certain nutritional syndromes. The action of folic 
acid is discussed in the light of recent work (Welch et ai., 
J. biol. Chem., 1946, 164, 787; Bethele et al., J. Lab. 
clin. Med., 1947, 32, 3). Free folic acid, necessary for 
continuance of normoblastic erythropoiesis, is liberated 
in the body from a conjugated form ingested in the 
dietary. In nutritional macrocytic anaemias the 
inadequate dietary supplies insufficient folic acid con- 
jugate. In pernicious anaemia the liberation of free 
folic acid from conjugate appears defective. The authors 
favour the view that liberating factor is normally formed 
from extrinsic and intrinsic factors, being stored in the 
liver. This mechanism fails in pernicious anaemia, but 
haematopoiesis can be restored to normal by free folic 
acid or liver extract, the latter acting on available folic 
acid conjugate through its content of liberating factor. 
With either agent a considerable urinary excretion of 
free folic acid results from therapy. 

The therapeutic administration of folic acid should 
follow the general rules for administration of a vitamin 
to correct a specific deficiency. In pernicious anaemia 
its use is best confined to the initial stages of therapy, 
and it should not supplant liver extract, since it fails 
to prevent or cure subacute combined degeneration. 
Folic acid is more suitable as the sole therapeutic agent 
in other megaloblastic anaemias where central neuro- 
logical complications are rare, but failure to effect a 
return to an entirely normal blood picture calls for the 
use of proteolysed liver in addition. It is suggested 
that the latter may contain further unknown 
haematopoietic factors. J. C. White 
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1613. Chronic Constitutional Granulocytopenia. Action 
of Folic Acid and Pyridoxine. (Granulocitopenia 
crénica constitucional. Accidn del dcido folico y de Ig 
piridoxina) 

L. Brater. Prensa Médica Argentina [Prensa méd 
argent.] 34, 542-550, March 21, 1947. 4 figs., 17 refs. 


In 1931 Roberts and Kracke (Ann. intern. Med., 193} 
5, 40) described a syndrome characterized clinically by 
a tendency to infections and tiredness, and pathologically 
by a chronic moderate leucopenia, affecting mainly the 
neutrophils. In their cases, as well as in those reported 
later by other authors, correction of certain dietetic 
deficiencies and intensive treatment with liver extract 
often improved the condition. The present author's 
detailed description of a similar case is of particular 
interest, owing to failure of treatment not only with 
liver extract, but also with all the other substances 
introduced in recent years into haemotherapy. During 
6 years of observation, the patient, a boy, showed a 
marked propensity to contract dental, parodontal, and 
throat infections. Careful and oft-repeated clinical and 
biochemical investigations showed no abnormality, save 
for a constant leucopenia, due to a considerable decrease 
of neutrophils (2,500 to 4,500 per c.mm.) and total 
absence of eosinophils and basophils. Another interest- 
ing feature of the blood picture was a relative and some- 
times absolute monocytosis, the presence of which 
improved the prognostic outlook. The following sub- 
stances were used in treatment without any success: 
pentnucleotides, high doses of concentrated liver extract, 
pyridoxine, and synthetic folic acid. The case is termed 
a constitutional chronic granulocytopenia, due probably 
to a selective impairment of medullary function. 

A. Lilker 


1614. Nonutilization of Conjugated Folic Acid in 


‘Pernicious Anemia 


R. W. HEINE, E. M. Netson, H. V. NELSon, and A. D. 
Wetcu. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.| 32, *36-337, March, 1947. 


In 3 patients with pernicious anaemia the oral or 
parenteral administration of folic acid conjugate (hepta- 
glutamate) resulted in no haematological response and, 
in contrast to the findings in normal man, in little or no 
augmentation of the urinary excretion of folic acid. The 
subsequent administration of an equivalent amount of 
folic acid was followed by a definite haematological 
response in 2 of the patients. 

The conclusion that the utilization of heptaglutamate 
is due to the direct action of the antipernicious anaemia 
factor is considered to be unjustified. Although 
augmentation of the conjugase activity of human bone 
marrow in vitro has appeared to result from the addition 
of purified liver extract, the results are not obtained 
consistently and are of uncertain significance. Con- 
ceivably, liver extracts contain a factor necessary for the 
proper functioning of a conjugase system or a substance 
concerned with the removal of an inhibitor of a conjugase 
system. However, the ineffective utilization of the 
naturally occurring conjugate by patients with pernicious 
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anaemia may be secondary to a more deep-seated 
biochemical derangement. In favour of this view is the 
observation that the activity, in patients with pernicious 
anaemia, of those conjugase systems studied is not 
significantly less than that in normal subjects. More- 
over, the striking effectiveness of purified liver extract in 
a patient in whom folic acid was almost ineffective in 
intramuscular doses up to 12 mg. daily suggests that 
i liver extract, although apparently concerned 
with the release of folic acid from its conjugate, possesses 
additional functions. L. J. Davis 


1615. Folic Acid in Pernicious Anaemia. Its Effect as 
Shown by Serial Sternal Punctures 
H. Levy. British Medical Journal (Brit. med. J.) 1, 
412-413, March 29, 1947. 6 refs. 


The effects of 50 mg. folic acid administered orally are 
compared with those of anahaemin upon the bone- 
marrow cells in pernicious anaemia. Folic acid is 
shown to be as effective and rapid as refined liver extract 
in causing the maturation of normal red cells, the 
improvement starting by the sixth hour after administra- 
tion and still progressing after 48 hours. The author 
presents figures which support the theory that the change 
toa normoblastic blood picture depends on the formation 
and outpouring of new cells developed rapidly in the 
bone marrow and not on the conversion of previously 
formed megaloblasts into normoblasts. Disturbed 
granulopoiesis accompanying the pernicious anaemia 
- showed no immediate improvement with folic acid 
therapy. H. Payling Wright 


1616. Hematologic Effects of Pteroylglutamic Acid 
(Folic Acid) in Man 

G. A. GoLpsmitH. Proceedings of the Society for 
Experimental Biology and Medicine [Proc. Soc: exp. 
Biol., N. Y.] 64, 115-118, Jan., 1947. 1 fig., 6 refs. 


Amplifying her earlier publications on the therapeutic 
effects of pteroylglutamic (folic) acid in macrocytic 
anaemia, the author now reports that its administration 
was followed by definite improvement in 17 of 23 cases. 
In 5 patients studied for approximately a year the clinical 
and haematological improvement was maintained. All 
the patients with pernicious anaemia and nutritional 
macrocytic anaemia showed a marked haematological 
response, but the blood picture was affected in only 3 of 
Scases of sprue ; in all patients symptoms such as glossitis, 
diarrhoea, poor nutrition, and steatorrhoea improved. 
No appreciable change occurred in 5 miscellaneous cases 
of macrocytic anaemia, including aplastic anaemia, 
myxoedema, and regional ileitis. The blood . count 
rose slightly in a patient with hepatic cirrhosis. [The 
bone marrow morphology in these cases is not described.] 
In general the haematological action closely resembled 


that of liver extract except that the oral route was as . 


effective as, or more effective than, parenteral administra- 
tion. Restoration of the red cell count to normal was 
exceptional, however. Although a daily dose of 5 mg. 
is stated to be as efficient as larger doses in producing 
an initial haematological response, it is significant that 
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the only patient to attain a count of 5,000,000 red cells 
received at first 120 mg. daily for 5 days. The author 
believes that 5 mg. daily may be adequate for maintenance, 
since the red cell counts remained constant in 7 patients 
receiving this dosage for 3 to 6 months. 

[It should be noted, however, that according to the 
figures shown 5 of these patients had final red cell counts 
of 3,900,000 to 4,200,000, which cannot be regarded as a 
satisfactory result. No mention is made of neurological 
manifestations in the cases of pernicious anaemia.] 

L. J. Davis 


1617. Inability of Thymine to Substitute for Folic Acid in 
the Rat 

H. G. Pererinc and R. A. Detor. Science [Science 
105, 547-548, May 23, 1947. 9 refs. 


Thymine (5-methyluracil) in relatively very large 
quantities has previously been shown to act as a substitute 
for folic acid in the nutrition of certain lactic acid bacteria, 
and its erythropoietic activity has been demonstrated in 
cases of pernicious anaemia and other megaloblastic 
anaemias. The present paper is concerned with the 
ability of thymine to prevent or correct the manifesta- 
tions of folic-acid deficiency in experimental rats fed on 
a purified diet containing sulphasuxidine and certain 
vitamin supplements. 

It was found that thymine had no curative or preventive 
effect on the course of folic-acid deficiency in the rats 
with respect to either growth or haematopoiesis when it 
was given daily in amounts equivalent to 2-1 to 7-2 pg. 
of folic acid as determined by microbiological assay. It 
is concluded that thymine is not a true substitute for 
folic acid, and that when folic acid-like activity is shown 
by thymine, pyrimidines, or other ‘preparations, some 
indirect mode of action must be operating. This is 
thought to be in harmony with the fact that thymine is 
chemically very unlike folic acid. L. J. Davis 


1618. Synthetic Folic Acid. The Effectiveness of a 
Conjugated Form in the Treatment of Tropical Sprue, ° 
Addisonian Pernicious Anemia and Nutritional Macrocytic 
T. D. Spies, G. Garcia Lopez, F. MILANES, and T. 
ARAMBURU. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 134, 18-20, May 3, 1947. 
8 refs. 


The effect of a synthetic pteroyldiglutamyl-glutamic 
acid, a conjugated form of folic acid, was studied in 3 
patients suffering respectively from tropical - sprue, 
Addisonian pernicious anaemia, and nutritional macro- 
cytic anaemia. This substance differs from folic acid 
in that it has two more molecules of glutamic acid and is - 
not excreted so promptly in the urine of persons with 
macrocytic anaemia. The dose was 10 mg. daily by 
intramuscular injection. An effective haematological 
and clinical response was obtained in each case, but the 
impression was gained that, milligramme for milligramme, 
the effect of folic acid was greater than that of its 
conjugated form. D. M. Dunlop 


See Section Paediatrics, Abstract 1564. 
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1619. Importance of Erythrocytic Fragmentation in the 
Interpretation of Erythropathies with Microcytosis, 
Target-cells and Increased Osmotic Resistance of Ery- 
throcytes. (Importanza dei fenomeni eritroclastici nella 
interpretazione ematologica e patogenetica delle eritro- 
patie con cellule a bersaglio, microcitosi ed aumento delle 
resistenze globulari) 

A. MARMONT and V. BIANCHI. Pathologica [Pathologica] 
39, 9-36, Jan.—April, 1947. 12 figs., Bibliography. 


The group of haemolytic anaemias includes several 
diseases with increased osmotic resistance of erythrocytes, 
such as Cooley’s anaemia, and another entity called by 
Pontoni “erythropathia ellipto-poikilocytica”’ (type 
Rietti-Greppi-Micheli) [Pontoni, Haematologica, 1942, 
6, 479]. The latter Shows microcytosis, hypochromia, 
and increased osmotic resistance of red cells. In 
Cooley’s anaemia the clinical picture is different in 
children and in adults. These types of anaemia are not 
confined entirely to Mediterranean races. 

The destruction of the redcells proceeds by phagocytosis, 
fragmentation, and lysis. Up to now, most attention 
has been given to the lysis. Eppinger’s statement that 
there is no haemolytic icterus without decreased resistance 
of erythrocytes has proved fallacious, as there are signs of 
haemolysis in the two above-mentioned conditions, 
which show an increased osmotic resistance. The cause 
of the haemolysis has therefore been investigated from 
another point of view. The results showed that there 
was an increased fragility of cells in a mechanical sense. 

The authors found that the haematological character- 
istics of the syndrome were: increased osmotic resistance, 
presence of target cells and.microcytes, and a tendency 
towards deformation of the erythrocytes. Poikilocy- 
tosis, especially with small poikilocytes, is an expression 
of erythrocytic fragmentation. The authors’ material 
was divided into four groups. The first group consisted 
of 3 cases of the Rietti-Greppi-Micheli type, all be- 
longing to one Sicilian family. The second group 
contained 4 cases of classical haemolytic jaundice. The 
third group included 1 case of “ essential hypochromic 
anaemia” and cases of iron-sensitive anaemia with 
cancer of the stomach. In the fourth group there were 
cases of severe pernicious anaemia, post-haemorrhagic 
anaemia, post-infective anaemia, polycythaemia, and 
leukaemia. In these cases the behaviour of the red 
cells was investigated. 

In fresh wet preparations rouleaux formation was 
studied. Either a drop of blood was taken up on a 
coverslip and put on a slide, or the centrifuged blood was 
sucked up in red-cell counting pipettes to the mark 0-5 
and its own plasma to 101; this was examined im- 
mediately and after 24 to 48 hours. Rouleaux formation 
was very irregular because of the considerable poikilo- 
cytosis. The different poikilocytes and figures-of-8 
appear, and after a short time, through fragmentation 
of the red cells, ‘‘ microschistocytes ” can be observed. 
These cells increase in number the longer the fresh, wet 
specimen is kept. The number of these cell fragments 
is much higher in the case of anaemias with increased 
osmotic resistance. This fact was confirmed by supra- 
vital staining with brilliant cresy] blue and neutral red. 


In the opinion of the authors, the target cell, the typical 
cell of thalassaemia, offers increased resistance to Osmosis 
and diminished resistance to mechanical factors, while 
the microspherocyte offers lowered resistance to Osmosis, 
In one case of Cooley’s anaemia, in which splenectomy 
had been performed, the microschistocytosis was just 
as marked as in cases in which splenectomy had not been 
performed. This seems to exclude the idea that the 
damage is of splenic origin. The authors conclude that 
in the classical haemolytic jaundice with osmotic hypo- 
resistance the microspherocyte appears and the destruc. 
tion of red cells occurs by lysis, the damaging factor being 
mainly of splenic origin. In the -osmotically hyper. 
resistant types—such as those of Cooley’s anaemia, 
Rietti-Greppi-Micheli syndrome, and sickle-cell anaemia 
—the prevalent cells are microschistocytes and sickle. 
cells respectively, and the resistance of erythrocytes to 
mechanical injury is diminished. The destruction of the 
cells occurs by fragmentation. E. Forrai 


1620. Sensitivity to Pork-liver Extract in Pernicioys 
Anemia. Clinical Observations on Fourteen Patients 

J. L. BAugrR, R. J. WATsoN, J. R. CHAMBLIss, and C. §, 
Davipson. New England Journal of Medicine [New 
Engl. J. Med.) 236, 622-625, April 24, 1947. 13 refs. 


Fourteen patients developed sensitivity after 4 to 
18 or more monthly intramuscular injections of purified 
liver extract prepared from pork liver, which is apparently 
the source of the majority of liver extracts on the market 
at present [U.S.A.]. After reactions had occurred on 
one to eighteen occasions or more, the patients were 
given injections of an extract prepared from beef liver. 
This change completely, and so far permanently, abolished 
all manifestations of sensitivity in 11 of the patients. 
Mild itching of the palms of the hands occurred in 2 of 
the patients after the eighth and tenth monthly injec- 
tions of beef-liver extract respectively. These patients 
were then desensitized successfully. The remaining 
patient, who also eventually developed similar mild 
symptoms, refused subsequent parenteral therapy. Skin 
tests with liver extracts derived from pork, beef, and 
lamb, performed on the patients when they were receiving 
beef-liver extracts indicated, in general, greater sensitivity 
to extract of pork liver than to that of beef or lamb liver. 
It is concluded that the sensitivity to liver extract repre- 
sents an acquired type of species specificity rather than 
of organ specificity. L. J. Davis 


1621. Two Popular Fallacies Regarding Rh. Preliminary 
Report of Some Thought-Provoking Observations 

P. G. HaAtrersLey. Journal of Laboratory and Clinical 
ae [J. Lab. clin. Med.] 32, 423-427, April, 1947. 
14 refs. 


Two fallacies in connexion with the Rh factor are 
described. The first is that only a small percentage of 
Rh-negative persons can become sensitized by transfusion 
with Rh-positive blood. The author examined the blood 
of a group of Servicemen who at some time had received 
transfusions. A standard Rhy typing serum was used. 
All Rh-negative and most of the Rh-positive: samples 
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were sub-typed with sera of Rh’ and Rh’ specificity. A 
single drop of serum was incubated in a small tube with 
a drop of 2% suspension of Rh, Rhg cells in 30% bovine 
albumin, Rh-negative cells being used as controls. Sera 
found to be active against Rh-positive cells were titrated, 
the same cell suspension being used both in saline and 
in albumin, and serum dilutions for the latter being made 
with normal serum. All sera showing anti-Rh activity 
were tested also with the blocking technique of Wiener. 
Of 122 samples examined, 20 were negative for Rho 
factor, 2 being of type Rh’ and one Rh’. Of these 20 
sera, 11 (55%) contained Rh antibodies, all of the block- 
ing or incomplete variety, and all were inactive against 
saline-suspended cells. Titres against Rh, Rhg cells in 
albumin ranged from 1:1 to 1 : 5,120, while blocking 
titres ranged from 0 to 1:32. This percentage would 
probably have been higher if the subjects had been 
examined more recently after their last transfusions. It 
is concluded that every Rh-negative patient is capable 
of developing Rh antibodies, and should be transfused 
only with Rh-negative blood. 

The second fallacy is that blocking antibodies are 
always of Rh_ specificity. With newer techniques 
“blocking” antibodies can be demonstrated by their 
active agglutination of Rh-positive cells in various 
viscous media. In the present study sera which aggluti- 
nated Rh, Rhg cells in albumin were tested for specificity 
by the same technique with Rho, Rh’, and Rh” cell 
suspensions in albumin. Of the 10 sera tested, none was 
active in saline, but with cells suspended in albumin all 
agglutinated Rhy cells, 6 agglutinated Rh’ cells, and 2 
agglutinated Rh” cells. With Rho cells the titre ranged 
from 1 : 2 to 1 : 5,120 and with Rh’ cells from 1 : 1 to 
1: 1,280, while with Rh’ cells both titres were 1: 1. 
These results were checked with the rabbit anti-human 
globulin technique. The serum with the highest titre 
of anti-Rh’ antibodies was capable of blocking Rh’ cells 
in saline, preventing their agglutination by standard 
anti-Rh’ serum. Ten unselected sera from Rh-negative 
women sensitized by Rh-positive pregnancies were 
similarly examined with closely similar results. Of all 
20 sera examined, 18 had no activity against Rh’ cells in 
saline; 11 of these latter agglutinated the same cells in 
albumin, while 2 with weak Rh’ agglutinins acted much 
more strongly in albumin. None of the 20 sera 
agglutinated Rh’ cells in saline, while 3 agglutinated Rh” 
cells in albumin. J. L. Markson 


1622. Lesions of the Central Nervous System in Two 
Cases of Kernicterus. (Lésions du systéme nerveux 
central dans deux cas d’ictére nucléaire du nouveau-né) 
I. BERTRAND. Revue d’Hématologie [Rev. Hémat.] 1, 
399-420, 1946. 16 figs., 5 refs. 


The author describes the distribution of bile-stained 
areas and the histological changes found in the brains of 
2 infants who died from kernicterus. One hemisphere 
was cut in a fronto-vertical plane for the study of dis- 
coloration; the other was studied in sections. The 
highest degree of bile staining was found in the amygda- 
loid nucleus, the thalamus, the hippocampal gyrus, the 
optic radiation, the depths of the occipito-parietal 


sulcus, the nuclei of the cranial nerves III to VIII in- 
clusive and XII, all structures in the floor of the fourth 
ventricle, the olive, the dentate nucleus, especially the 
dorsal lamina, and the whole granular layer of the 
cerebellum. Less severe staining was found in the grey 
matter of the anterior perforated space, caudate and 
lenticular nuclei, body of Luys, superior corpora quadri- 
gemina, and small areas on either side of the interparietal, 
superior frontal, and collateral sulci. 

Histological changes were not confined to the bile- 
stained areas. They consisted of oedematous degenera- 
tion of the nerve cells affecting most of the cortex, with 
patches of more severe degeneration irregularly dis- 
tributed but most marked in the bile-stained areas, and 
particularly affecting the dentate nucleus and the nuclei 
of the third and sixth nerves, which could hardly be 
identified because of the destruction of nerve ceils. 
There was only slight glial reaction, with irregular 
perivascular infiltration of mild degree. 

G. Discombe 


1623. Platelet Fragility in Man 

L.R. Day. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 64, 
109-111, Jan., 1947. 3 figs., 8 refs. : 


A method has previously been reported for testing 
platelet fragility in a certain strain of swine having an 
abnormality of blood coagulation similar to that in 
human haemophilia. The present study is concerned 
with the applicability of this method to human platelets. 
The method resembles that used for testing erythrocyte 
fragility. Platelet-rich citrated plasma, obtained with 
appropriate precautions to minimize trauma, is added 
to various hypotonic saline solutions, recalcified, and the 
time of coagulation measured. It is assumed that the 
coagulation rate is proportional to the degree of platelet 
lysis and the consequent liberation of thromboplastin. 
After performing various experiments, the results of 
which supported this hypothesis, the author applied the 
test to a known haemophiliac and to several normal 
human controls. In the haemophiliac the clotting time 
was appreciably shortened by exposure to hypotonic 
saline, but was not reduced to normal levels even after 
exposure to distilled water. These results are believed 
to offer additional but not conclusive evidence that the 
essential defect in haemophilia lies in the platelets rather 
than in the plasma; it is noted, however, that the in- 
creased lysis of platelets by supplying an excess of 
thromboplastin may serve to counteract some other 
abnormality. Since the findings with human blood 
closely resemble those obtained with the blood of haemo- 
philic swine it is suggested that the latter may provide 

. suitable experimental animals for the investigation of 
human haemophilia. L. J. Davis 


1624. Sex Differences in the Human Erythrocyte Count. 
(Zur Frage des Geschlechtsunterschiedes in der Zahl 
der Erythrocyten beim Menschen) 

G. SCHNITTER. Acta Anatomica [Acta anat., Basel] 2, 
248-269, 1947. 26 refs. 
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1625. Persistent Opacity Syndrome and Bronchiectasis of 
the Middle Lobe in the Course of Development of Tuber- 
culous Tracheobronchial Adenopathy in Children. (Syn- 
drome d’opacité persistante du lobe moyen avec bronchi- 
ectasies limitées 4 ce lobe survenant au cours de |’évolu- 
tion de l’adénopathie trachéobronchique tuberculeuse 
chez l'enfant) 

R. Desré, S. THIEFFRY, and J. GERBEAUX. Annales de 
Médecine [Ann. Méd.] 47, 387-405, 1946. 10 figs., 
13 refs. 


Three cases are described in which opacity of the middle 
lobe persisted for several months and in which, after the 
clearing of the opacity, bronchography demonstrated 
bronchiectasis in the middle lobe. All gave positive 
tuberculin reactions, and in the second and third cases 
the development of the tuberculin sensitivity was known 
to occur at the time of the appearance of the middle-lobe 
opacity. Further evidence of the tuberculous origin of 
the condition was provided by the presence of hilar 
adenopathy in the third case and a positive result from 
guinea-pig inoculation of the gastric contents in the 
second. The authors attribute the middle-lobe opacity 
to atelectasis secondary to enlargement of neighbouring 
tracheo-bronchial lymph nodes, but are reluctant to 
ascribe the atelectasis to bronchial obstruction, because 
in the 2 cases subjected to bronchoscopy they were 
unable to demonstrate bronchial obstruction [in 1 case, 
however, bronchoscopy appears to have been carried 
out after the atelectasis had disappeared, and in the other, 
only the orifice of the middle lobe bronchus was seen]; 
and they suggest [but without evidence] that irritation of 
peribronchial nerves is responsible both for the atelectasis 
and for the development of bronchiectasis. 

[The importance of tuberculosis of the tracheo- 
bronchial lymph nodes has been increasingly recognized. 
No fresh evidence is brought forward to upset the view 
that atelectasis is secondary to bronchial obstruction and 
that bronchial dilatation is a mechanical result of 
atelectasis.] J. W. Litchfield 


1626. Subacute Obstructive Localized Bronchitis in 
Children. (La bronchite localisée, obstructive, subaigué 
de enfant) 

R. Desré, S. THrerrry, and H. Brissaup. Annales de 
Médecine [Ann. Méd.] 47, 406-417, 1946. 9 figs., 7 refs. 


The authors call attention to a group of cases in young 
children in which, usually after an upper respiratory 
infection, a febrile illness occurs with cough and usually 
muco-purulent sputum, dullness and tubular breath 
sounds being found over considerable areas of one or 
both lungs. Radiologically, there is direct or indirect 
evidence of lobar atelectasis, but it is characteristic 
of these cases that the atelectasis is often incomplete and 
variable both in degree and distribution. The disease 
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usually lasts for several weeks or months with episodes 
of fever and atelectasis, but there is clinical and radio. 
logical recovery. 

No evidence of a tuberculous aetiology was found, 
tuberculin tests being always negative. In the only case 
described in detail bronchoscopy showed an inflamed 
and swollen mucous membrane narrowing the bronchus 
to the affected lobe, while the rest of the bronchial} 
mucosa was normal. Excess secretions further narrowed 
the airway. In one patient a false membrane was found 
from which pneumococci were grown. Bronchoscopic 
aspiration may be followed by transient or permanent 
re-expansion, and temporary re-expansion was sometimes 
seen after the injection of adrenaline. 

J. W. Litchfield 


1627. Streptomycin Treatment of Pulmonary Infections, 
Clinical and Bacteriologic Studies of Six Cases 
H. W. Harris, R. MurrRAyY, T. F. PAINE, and M. FINLAnp. 
New England Journal of Medicine [New Engl. J. Med.) 
236, 611-622, April 24, 1947. 5 figs., 21 refs. 


A detailed account is given of 6 cases of pulmonary 
infection treated with streptomycin. Some of the patients 
had previously had penicillin therapy with varying 
success. When streptomycin treatment was started the 
dominant organism in the sputum was Friedlander’s 
bacillus in 3 cases and Haemophilus influenzae in 3. In 
5 of the cases there was pneumonia or bronchopneumonia; 
in 2 this was secondary to bronchiectasis and in a third 
to a bronchial carcinoma. The sixth case was one of 
bronchiectasis with chronic suppurative otitis media, the 
dominant organism in both the sputum and the discharge 
being Friedlander’s bacillus type A. The streptomycin 
was administered by various routes and in various doses. 
Intravenous doses of 1 g. in 20 ml. of normal saline were 
given at a rate of not more than 1 ml. per minute to 
minimize the histamine-like reactions experienced. 
Treatment began with an intravenous injection in several 
cases, and the patient with bronchial carcinoma was given 
regular intravenous injections after streptomycin aerosol 
therapy had failed. [As maximal blood levels are 
obtained within 1 hour after intramuscular injection 
intravenous therapy seems unnecessary, as well as 
unpleasant and possibly dangerous.] Intramuscularly 
2 to 6 g. a day was given at intervals of 4 to 6 hours. 
By inhalation 0-1 to 0-3 g. dissolved in 1-5 ml. of normal 
saline was administered from 5 to 10 times a day. In 
the case of chronic suppurative otitis media 25 mg. in 
1 ml. of saline was instilled into the patient’s ear 8-hourly. 

The results were variable. In a severe case of Haemo- 
Philus influenzae pneumonia clinical and bacteriological 
improvement was prompt but no other case responded so 
definitely. In a case of pneumonia due to Friedlander’s 
bacillus the sputum was at first cleared of the organism, 
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but the patient died suddenly on the fourth day of 
treatment; Friedlander’s bacilli, showing no increased 
resistance to streptomycin, were removed from the lungs 
at necropsy. A similar case also responded at first, but 
later an abscess formed and the minimal inhibiting con- 
centration of streptomycin for the bacillus rose from an 
initial 0-8 unit per ml. to 1,000 units on the second day, 
and later to 5,000 units. In a case of pneumonia and 
empyema, complicating bronchiectasis, streptomycin 
inhalations were given for the cough and sputum after 
the initial acute infection had subsided under penicillin 
therapy. The residual organisms in the sputum were 
Haemophilus influenzae and Aerobacter aerogenes. 
There was considerable clinical improvement, and 
H. influenzae disappeared from the sputum but the aero- 
bacter became streptomycin-resistant. In the case of 
bronchiectasis with chronic suppurative otitis media, 
the aural discharge dried up rapidly, cough and sputum 
improved, and the Friedlander’s bacilli disappeared from 
- the sputum in spite of a 32-fold increase in resistance to 
streptomycin. The infection in the case of bronchial 
carcinoma did not respond, and Haemophilus influenzae 
isolated from the sputum became strongly streptomycin- 
resistant within 24 hours of the beginning of treatment. 
[These cases well illustrate the difficulties likely to be 
encountered in streptomycin therapy. The development 
of drug-resistance, relative or absolute, is much commoner 
than with penicillin and may appear very soon after the 
start of treatment. Larger initial doses will obviously 
have to be given a trial.] John Crofton 


1628. Tropical Eosinophilia in East Africa 
H. T. H. Witson. British Medical Journal [Brit. med. 
J.] 1, 801-804, June 7, 1947. 16 refs. 


This syndrome is not uncommon in India and Ceylon, 
but is not generally recognized in Africa although iso- 
lated cases have been described. 

Differential white-cell counts were performed on a 
consecutive series of 34 patients attending the native 
civil hospital in Dar-es-Salaam for recurrent bronchitis 
or asthma (all males; 29 Indians, 4 Africans, and 1 Arab). 
In 28 cases an eosinophilia of less than 20% was found, 
while 6 cases showed an eosinophil count of 40 to 70%. 
These 6 cases and a seventh case, in an Arab with 
an eosinophilia of 62%, were investigated further. 
Characteristic symptoms were recurrent bouts of cough, 
wheezing, and low fever, with shorter remissions as time 
went on. Cough and dyspnoea increased and after 
several months there were loss of weight and anorexia. 
Four patients had retrosternal pain and 3 had acute 
irritation of the upper respiratory tract. In 2 cases 
characteristic mottling resembling that due to miliary 
tuberculosis was seen in radiographs of both lungs. 
There were no significant changes in the red-cell count or 
haemoglobin percentage; leucocytosis (11,250 to 34,000 
per c.mm.) was constant with an eosinophilia of 52 to 
78%. No filariae were found in blood films and the 
urine was normal. Sputum was repeatedly examined 
for tubercle bacilli with negative results, but mites of 
Tyroglyphus were found in 2 cases and an unidentified 
mite in a third. 


Treatment with arsenic was successful, the most 
effective scheme being a 10-day course of “‘ carbarsone”’ 
(0-5 g. per day), followed after a few days by 4-weekly 
injections of 0-6 to 0-75 g: neoarsphenamine. Only 2 of 
the patients received carbarsone; 4 had acetarsol (0-26 g. 
twice daily) for 10 to 14 days, but this drug appeared to 
be followed by a brisk exacerbation. Six patients 
received courses of arsphenamine. 

This condition should be kept in mind by those 
practising in tropical Africa, especially on the coast. 
There are usually no obvious clinical signs to distinguish 
it from ordinary bronchial asthma or recurrent bronchitis, 
and unless a differential leucocyte count is made it will 
be missed. A distinguishing feature is the definite 
response to arsenicals. 

[It would be interesting to know the results of further 
investigation of the cases with an eosinophilia of less 
than 20%.] C. F. Shelton 


1629. Sudden Aphonia Subsequent to Spontaneous . 
Pneumothorax. (Afonia improvvisa secondaria a istitu- 
zione di pneumotorace spontaneo) 

V. AvestrA. Pathologica [Pathologica] 39, 71-79, 
Jan.—April, 1947. 1 fig., 10 refs. 


The author describes in detail a case of bilateral 
pulmonary tuberculosis in which the onset of aphonia 
coincided with the development of a left spontaneous 
pneumothorax. Laryngoscopy suggested that the 
aphonia was due to paralysis of the left recurrent laryn- 
geal nerve, and this persisted until death, 2 months 
later. At necropsy no macroscopic or microscopic 
lesion was detected in the recurrent laryngeal nerve. It 
was concluded that the paralysis was due to a stretching 
of the nerve caused by sudden deviation of the postero- 
superior mediastinum to the right, the lower part of the 
mediastinum being held over to the left by adhesions. 
The rare coincidence of these mechanical factors is held 
to account for the paucity of cases recorded. Six others 
were found in the Italian literature, 5 complicating 
therapeutic, and 1 spontaneous pneumothorax. 

John Crofton 


1630. Intrapleural Haemorrhage following Arrtificial- 
pneumothorax Refills 

A. K. MILuer and L. R. J. Rinker. Lancet [Lancet] 1, 
906-908, June 28, 1947. 3 refs. 


Intrapleural haemorrhage was observed 6 times in 
the course of 15,000 pneumothorax refills; 1 further. 
case occurred in 3,600 refills over 6 years. The 
importance of early diagnosis is stressed. Pain during 
the refill, either persisting after the needle is withdrawn or 
reappearing later in the day, accompanied by pyrexia is 
a suggestive feature. The best method of treatment is 
aspiration of the blood and subsequent washing out of 
the pleural space with saline. After the first aspiration 
the patient is screened daily and if fluid reappears the 
aspiration is repeated until the pleural cavity is dry. 
When aspiration was delayed for more than 48 hours, as 
happened in 4 cases, obliteration of the pleural space 
invariably ensued. Geoffrey McComas 
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1631. Plasmacytoma of the Stomach. Report of a Case 
H. SCHWANDER, J. Estes, and W. G. Cooper. American 
Journal of Pathology [Amer. J. Path.| 23, 237-243, 
March, 1947. 4 figs., 9 refs. 


The authors record their observations on the specimen 
removed by subtotal gastrectomy from a farmer, aged 
42, who died from a pulmonary embolus 14 days later. 
The subsequent post mortem permitted examination 
of the axillary, thoracic, and abdominal lymph nodes, 
but no comment is made on the bones. There was a 
previous history of epigastric pain and vomiting for 7 
years with radiological evidence of pyloric obstruction. 
At operation an ulcer, measuring 9 < 5 cm. and witha 
thick grey base and hyperplastic rolled edges, was found 
in the prepyloric region. Seventeen discrete but enlarged 
lymph nodes were seen around the ulcer and a similar 
enlargement was noted in the other lymph nodes at 
necropsy. Microscopical examination showed that the 
stomach wall was infiltrated with plasma cells. The 
authors consider the lesion to be a malignant one because 
of the presence of large and immature atypical cells, 
some of which were plasmablasts, and because of the 
invasive qualities indicated by penetration of the capsule 
and invasion of the perinodal fat. E. T. Ruston 


1632. The Restoration of Gastric Motility by Urethane 
and 8-Methyl Choline after Section of the Vagus Nerves 
for Peptic Ulcer 

T. E. H. H. HopcGes, and S. H. Lorser. 
Gastroenterology [Gastroenterology] 8, 36-51, Jan., 
1947. 10 figs., 9 refs. 


The authors refer to the known undesirable effects of 
bilateral vagotomy for chronic peptic ulcer—namely, 
atony, extreme retention, and complete loss of motility 
of the stomach. These facts suggested, on theoretical 
grounds, the possibility of restoring motor function by 
administration of a parasympathetico-mimetic drug. 
Urethane or £-methy! choline was tried in 2 patients, in 
10-mg. dosage by injection, and resulted in complete 
. restoration of gastric peristalsis and motility as shown 
both by x rays and by balloon-kymographic methods. 

J. W. McNee 


1633. Effect of Water on Gastric Motility. A Test for 
Duodenal Ulcer 

A. W. Kay. Lancet [Lancet] 1, 448-450, April 5, 1947. 
4 figs., 3 refs. 


This paper calls attention to an interesting feature of 
duodénal ulcer cases which has been studied more on the 
Continent than in Britain or the U.S.A. In a healthy 
person, swallowed water inhibits the normal periodic 
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gastric contractions for about 5 minutes, apparently 
through the inhibitory duodeno-gastric reflex. In q 
patient with a duodenal ulcer, after a short interval of 
45 to 60 seconds, the contractions continue and may 
actually be increased. The technique employed was to 
let the patient swallow a balloon [capacity not stated] 
on the end of a stomach tube [type not stated]. The 
balloon was inflated to a standard pressure of 10 cm. of 
water, and the contractions were recorded with a tambour. 
kymograph unit. The effect of water was tested either 
by allowing the patient to swallow a small draught of 
tap water or, if a double stomach tube had been employed, 
by injecting 20 ml. With increasingly hypertonic saline 
normal inhibition was obtained in 14 out of 15 duodenal- 
ulcer patients with 10% saline. It is claimed that the 
abnormal response of duodenal-ulcer cases can safely 
be used for diagnosis. In 30 normal subjects inhibition 
was obtained everytime. In 90 patients with symptoms 
of duodenal ulcer and showing a crater on x-ray examina- 
tion ”’ motility was either unchanged or increased. In 
12 patients with a gastric ulcer motility was inhibited 
every time, and in 22 patients with gastric carcinoma 
motility was inhibited 21 times (in the 1 exception 
invasion of the duodenum was revealed at laparotomy). 
Normal inhibition was obtained everytime in 15 patients 
who had remained symptom-free for at least a year after 
perforation of a duodenal ulcer and “ without radio- 
logical evidence of activity: 

[This paper puts forward one of the most important 
diagnostic claims ever made in gastro-enterology. The 
sluggishness of the duodeno-gastric inhibitory reflex in 
pathological states of the duodenum is, of course, well 
known. It has been blamed for the associated hyper- 
chlorhydria, for the intolerance to fried foods, and for 
the rapid passage of partly digested food through the 
small intestine which so often leads to carbohydrate 
fermentation in the colon with meteorism and colonic 
pain. The present study differs from previous German 
ones, with which the author appears unfamiliar, in the 
claim that the reaction occurs only with a definite duo- 
denal ulcer crater and is probably a result of it, whereas 
others have found it in ‘“ duodenitis”’ and duodenal 
ulcer-like dyspepsia, suggesting that the reaction might 
be a cause of duodenal ulcer.] Denys Jennings 
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1634. Acute Non-specific Diarrhoea and Dysentery. 
Local Chilling of the Abdomen as a Causative Factor 

G. R. KersHaw. British Medical Journal (Brit. med. J.) 
1, 717-719, May 24, 1947. 17 refs. 


Acute enteritis of unknown aetiology is common among 
Europeans visiting and living in hot climates. This is 
often considered infective in origin because its sympto- 
matology is similar to that produced by infection by 
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known pathogens; it occurs epidemically as well as 
radically, and thorough investigation has often 
recorded the presence of pathogens. Traditionally the 
condition is also associated with chilling of the abdomen 
and particularly of the anterior abdominal wall. This 
latter is caused by evaporation of sweat on the abdominal 
wall. Chilling of the abdomen was thought to play a 
part in three outbreaks observed on British ships during 
rapid passage between England and the Eastern Mediter- 
ranean, during unaccustomed cold weather in Arctic 
waters, and during passage through the Suez Canal. 
Examination of stools was negative, water storage tanks 
were cleaned without altering the attack rate, attacks 
were not associated with any particular foodstuffs, and 
the incidence was not associated with other droplet 
infections—for example, upper respiratory tract disease. 
Prophylactic measures such as attention to clothing are 
suggested; the plenum system of ventilation is condemned 
as it is only effective when the louvre is pointing directly 
towards the body. A plea is made for experimental 
research into the part played by chilling of the abdomen 
in these attacks. Alan Kekwick 


1635. The Influence of Pteroylglutamic Acid (A Member 
of the Vitamin M Group) on the Absorption of Vitamin A 
and Carotene by Patients with Sprue 
W. J. Darsy, M. M. Kaser, and E. Jones. Journal of 
Nutrition (J. Nutrit.] 33, 243-250, Feb. 10, 1947. 1 fig., 
26 refs. 


Four patients with sprue were given synthetic pteroyl- 
glutamic acid in doses of 5 or 15 mg. parenterally or 
by mouth. The patients were allowed their usual diet 
and in each case there was a remission with a rise in the 
levels of the serum carotene and vitamin A. The 
authors infer that the M group of vitamins plays an 
important part in the normal physiology of the gastro- 
intestinal tract. Christopher Hardwick 


1636. Carbohydrate Metabolism in the Coeliac Syndrome 
J. L. Emery. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 22, 41-49, March, 1947. 8 figs., 22 refs. 


The absorption of glucose has been studied in 13 cases 
of the coeliac syndrome. Convalescent cases of erythema 
nodosum and normal “* lodgers ’’ were used as controls. 
Oral and intravenous glucose tolerance and intravenous 
insulin tolerance tests were carried out with carefully 
controlled dosage. These were repeated with administra- 
tion of insulin and/or adrenaline. In the coeliac syndrome 
the oral glucose tolerance curve was flat, but it was more 
normal if larger doses of glucose were ingested. After 
insulin injection the immediate fall in blood sugar was 
similar in the coeliac and control groups, but recovery 
was usually delayed in the coeliac cases. The recovery 
rate was not affected by administration of adrenaline, 
but was improved by the ingestion of glucose. The 
administration of adrenaline caused a rise in blood sugar, 
which was less than normal in the coeliac group unless 
glucose was simultaneously administered by mouth, 
when an immediate and rapid rise in blood sugar occurred 
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in both groups. The administration of adrenaline after 
insulin produced little effect on the blood sugar in the 
coeliac patients studied. The intravenous glucose 
tolerance tests were within normal limits in all cases. 
It is concluded that glucose absorption occurs normally 
in the coeliac syndrome, on the basis of the improvement 
in the oral glucose tolerance curve with increasing dosage 
of glucose and the response to oral glucose during insulin 
hypoglycaemia. The normal response following glucose 
and adrenaline indicates that the rate of absorption is 
normal.. The flat oral glucose tolerance curve is attri- 
buted to more rapid fixation of glucose, presumably in 
the liver, since the intravenous glucose tolerance curves 
were normal. The possibility that the underlying fault 
may be a deficiency of liver glycogen is discussed. 
A. C. Frazer 


1637. Bacillary Dysentery and Chronic Ulcerative 
Colitis in World War II 

J. FeELSEN and W. Worarsky. Science [Science] 105, 
213, Feb. 21, 1947. 2 refs. 


Observations were made on 61 cases of chronic ulcer- 
ative colitis in American soldiers; 50 of the cases were 
studied from 5 to 30 months after the onset of diarrhoea. 
Nearly all the men had suffered from acute bacillary 
dysentery while abroad and all had been treated with 
sulphonamides. Dysentery bacilli had been found in 
5 out of 12 patients examined bacteriologically during the 
original acute attack, and were found by the authors in 
6 of the 61 patients examined in the chronic state. 
Sigmoidoscopy was performed in 50 of the 61 patients; 
all of them exhibited the typical appearance of chronic 
ulcerative colitis, the mucous membrane being hyper- 
aemic, granular, or ulcerated; while in cases of long 
duration (a year or more) the bowel showed fibrosis of 
the wall and stenosis of the lumen; in 5 the lower end 
of the ileum was also inflamed. The authors consider 
that these observations support their view that chronic 
ulcerative colitis and ileitis are the result of acute bacillary 
dysentery; this is important in deciding whether such 
disability was caused by military service, as in many 
cases an original acute attack may have been forgotten 
or wrongly diagnosed. J. F. Corson 


1638. Ulcerative Colitis due to Fuso-spirochaetal Infec- 
tion. (Colitis ulcerosa fuso-spirochaetosa. Bericht 
iiber eine infektiése Form der colitis ulcerosa im deutschen: 
Konzentrationslager Stutthof b. Danzig in den Jahren 
1943-45) 

A. Srarkus. Gastroenterologia 
Basel] 72, 35-50, 1947. 4 refs. 


The author of this paper, former Director of the Depart- 
ment of Pathology at the University of Kaunas, was a 
political prisoner in the German concentration camp 
at Stutthof, near Danzig and later Chief Medical Officer 
there. The most dreaded disease in this Camp was a 
dysentery-like diarrhoea which proved to be due to an 
acute form of ulcerative colitis; the mortality rate from 
this condition was extremely high, and the conditions in 
the camp added much to this mortality. Clinically the 
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disease took either a toxic fulminating course or a rather 
protracted one. The clinical picture was that of a 
diarrhoea with mucous and haemorrhagic stools com- 
parable with those of bacillary dysentery. Bacterio- 
logical and serological examinations, however, suggested 
a different aetiology. In the faeces spirochaetes very 
similar to those of the Vincent type and fusiform bacilli 
were often found. A few cases of Vincent’s angina 
occurred simultaneously. Necropsy in 130 cases revealed 
haemorrhagic-diphtheritic inflammation; slough forma- 
tion; ulcer formation; and scarring. In most cases the 
rectum, pelvic colon, and descending colon up to the 
splenic flexure were involved; in a smaller number the 
caecum and ascending colon and sometimes the trans- 
verse colon were affected. In the fulminating cases 
nearly the whole colon was haemorrhagic and swollen. 
The middle part of the transverse colon usually remained 
free. The border between the affected mucous membrane 
and the non-affected parts was always very clear cut. 
Macroscopically, the mucosal lesions resembled those 
in balantidiasis or amoebic dysentery. However, 
balantidia were found only in 1 case; amoebae were not 
seen at all. There were no characteristic changes in any 
of the other organs. The spleen was usually not enlarged. 
The complications were those of a septic nature. The 
mortality rate was as high as 95 to 96%, death being due 
to circulatory collapse. The incubation period was 
7 to 14 days. 

It was assumed that the spirochaetes were probably 
the causative agents. Gallart Mones and Sanjuan 
(Reports of the International Congress of Gastro-enterology, 
Brussels, 1935) mentioned spirochaetes as aetiological 
factors in ulcerative colitis. Hurst and Vollum described 
a case of ulcerative colitis in which they found “ large 
masses of fusiform bacilli and spirochaetes of Vincent 
type”’ on examination of the faeces. In their case 
treatment with neoarsphenamine led to complete cure. 

The author started treatment with neoarsphenamine 
and within a short time it had excellent results, whether 
given intravenously or intramuscularly. Symptoms 
were usually cured by one injection of 0-3 to 0-45 g. 
In cases of longer standing this had to be repeated once 
or twice. The whole epidemic was stopped in this way. 
This seems to confirm the view that spirochaetes were the 
cause. The author calls this clinical and pathological 
picture “colitis ulcerosa fuso-spirochaetosa”’, and 
considers that it should be distinguished from other 
types of ulcerative colitis. E. Forrai 


1639. Folic Acid in the Treatment of the Sprue Syndrome 
L. S. P. Davipson, R. H. Girpwoop, and E. M. INNgs. 
Lancet [Lancet] 1, 511-515, April 19, 1947. 5 refs. 


The effects of folic acid therapy in the sprue syndrome 
are reported. The clinical material comprised 4 adults 
considered to be suffering from tropical sprue, 3 adults 
with idiopathic steatorrhoea, and 3 children with coeliac 
disease. The anaemia varied in severity and was macro- 
cytic in all the adult cases but hypochromic in the 
children. Sternal puncture was performed in 7 cases 
and showed a frankly megaloblastic picture in only 1, 
a case of idiopathic steatorrhoea with severe anaemia. 
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An occasional megaloblast was seen in the bone marrow 
of 1 other patient. Fat balance tests carried out in 7 
cases showed defective absorption in all. 

The folic acid was given by mouth, in most cases jp 
daily doses of 20 mg. for periods of at least 3 weeks, jj 
was also given parenterally in 1 case. In 9 cases the 
haematological response was considered unsatisf; 
in that either no significant rise in the red-cell coup; 
occurred or the blood-level and haematological pictur 
were not restored to normal. In the case with fr 
megaloblastic erythropoiesis an optimal reticulocyte ang 
initial red-cell response occurred, but continuation of 
folic acid therapy, latterly supplemented by injections of 
liver extract, failed to raise the red-cell count above 
3,680,000 per c.mm., although subsequent treatment 
with proteolysed liver resulted in a further rise of 
1,000,000. Diarrhoea was controlled and clinical 
improvement resulted in the 7 adults, but no such benefit 
was observed in the 3 children with coeliac disease, 
The fat-balance tests showed no improvement in 
absorption in 4 cases, but in 1 case the percentage of fat 
absorbed rose from 71-4 to 89-6 after folic acid therapy, 

It is pointed out that although there is good reason to 
believe that folic acid will give dramatic results in the 
initial treatment of megaloblastic anaemia in the sprue 
syndrome, there is little published evidence to show that 
folic acid alone will invariably restore the blood picture 
to normal, and it is suggested that some factor additional 
to folic acid is required to enable the erythropoietic 
mechanism to function normally in this condition. © 

L. J. Davis 


1640. Steatorrhoea Arthro-pericarditica. (Steatorrhoea 
arthro-pericarditica. Kasuistik med Oversigt) 

J. CLEMMESEN. Nordisk Medicin [Nord. Med.] 33, 607- 
610, March 7, 1947. 7 refs. 


A farm labourer, aged 27, had suffered from rheumatic 
fever at the age of 15 and from haematuria at 23. After 
about 6 months of tenderness and swelling of his knees 
he developed persistent diarrhoea with, at times, blood 
in the stools, and with great lassitude, emaciation, hypo- 
chromic anaemia, achylia, and transitory eosinophilia 
and lymphopenia.: His gums were swollen and there 
were petechiae in his mouth and on the backs of his hands. 
His left hip was very tender and his left ankle swollen, 
tender, and discoloured. His right ankle showed similar 
but less marked changes. Steatorrhoea, lack of pro- 
thrombin, a low blood-sugar curve, and a slight reduction 
of the plasma proteins were noted. The temperature was 
subfebrile and the blood sedimentation rate raised. 
Injections of vitamin K were ineffective, and the patient 
died after a month in hospital. Necropsy revealed 
enlargement of the lymph nodes of the mesentery, in 
which there were considerable deposits of fat and 
lipophages. The latter were also found in the intestinal 
mucosa. 

Hitherto steatorrhoea arthro-pericarditica has been 
almost exclusively observed at necropsy, but, as the 
clinical picture is fairly well defined, the disease will 
probably be recognized more frequently in the future. 
To judge by the cases on record, the disease is limited 
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to males who for several years have suffered from brief 
bouts of joint symptoms often associated with a little 
fever. Death, as in the present author’s case, is usually 
due to bronchopneumonia and is sometimes preceded 
by mental disturbance. Steatorrhoea, joint changes, and 
signs of fibrous pericarditis should guide the clinician to 
the correct diagnosis. 


Claude Lillingston 


1641. Evidence for the Activity of a Second Member of 
the Vitamin M Group (Fermentation Factor) in Sprue. A 
Case Report 

E. Jones, H. F. WARDEN and W. J. Darsy. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med. 32, 
387-391, April, 1947. 1 fig., 19 refs. 


Pteroyldiglutamylglutamic acid, which is one of the 
“folic acid’? group of substances, is a Lactobacillus 
casei factor isolated from “a fermentation residue ’’, 
and hence is known as “ fermentation factor’’. The 
authors’ hypothesis that vitamin-M deficiency in the 
monkey is the experimental analogue of sprue in man 
was partly based on the activity of both “ fermentation 
factor’ and pteroylglutamic acid (PGA) in the vitamin- 
M deficient monkey and on the activity of PGA on 
patients with sprue. Further evidence in favour of this 
hypothesis is now presented in the form of a single case 
of sprue treated successfully with fermentation factor. 
The patient, a white woman aged 52, had complained of 
recurrent diarrhoea for 7 months and of progressive 
weakness, dyspnoea on exertion, and periodic soreness 
of the tongue for 4 months. Full clinical and biochemical 
data are given. There was a megaloblastic anaemia of 
severe degree, the stool fat content was 62% of the dry 
weight, and gastric analysis revealed a _histamine- 
refractory achlorhydria. Treatment was started with 
5 mg. of fermentation factor intramuscularly twice daily. 
A total quantity of 83 mg. was given over a period of 
9 days. There was a rapid clinical and haematological 
improvement. A maximal reticulocytosis of 38% occur- 
red on the fourth day of treatment, and there was a 
corresponding rise in erythrocyte count and haemoglobin 
value. Regeneration of the lingual papillae began on 
the fourth day; by the sixth day the stools had been 
reduced to one or two daily. Recovery was complicated 
by thrombophlebitis of one leg, which may have reduced 
the degree of reticulocytosis. Treatment was dis- 
continued for 4 days, and then resumed with 5 mg. daily 
of pteroylglutamic acid by mouth. Erythrocyte 
regeneration has continued. J. L. Markson 


1642. Lysozyme in Chronic Ulcerative Colitis 

K. Meyer, A. GELLHORN, J. F. PRUDDEN, W. L. LEHMAN, 
and A. STEINBERG. Proceedings of the Society for 
Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N. Y.] 65, 221-222, June, 1947. 2 refs. 


1643. The Clinical Significance of Diverticulosis, In- 
cluding Diverticulitis of the Gastrointestinal Tract 

E. C. NasH and W. L. PALMER. Annals of Internal 
Medicine {Ann. intern. med.] 27, 41-63, July, 1947. 
13 figs., 44 refs. 
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1644. A Review of the Dietetic Factors in Liver Disease. 
I. Dietary Cirrhosis and Necrosis of the Liver. II. The 
Application of Nutritional Principles in Treatment 

L. J. Witts. British Medical Journal [Brit. med. J.} 1, 
1-4, and 45-49, Jan. 4 and Jan. 11, 1947. 83 refs. 


The first part of this paper is an account of the experi- 
mental work on dietetic factors, and the second of the 
application of these nutritional principles to the treat- 
ment of hepatic disease. 

The author believes that two types of liver disorders 
can be produced by defective diets. The first is a fatty 
infiltration of the liver which proceeds slowly to cirrhosis 
of the portal type. The second is an acute necrosis, 
which, if not fatal, is followed by post-necrotic scarring 
or post-nodular hyperplasia. Previous investigations 
have shown that choline and lecithin are capable of 
preventing fatty infiltration and cirrhosis of liver in the 
pancreatectomized dog kept alive by diet and insulin and 
in the small animal fed on a high-fat diet, although in 
the former case the effect of using pancreas instead of 
lecithin was more marked because of the substance 
lipocaic. Later it was found that casein, or rather 
methionine, one of its components, was also capable of 
preventing fatty infiltration of the liver, and it was soon 
proved that reduction of protein in the diet in animals 
resulted in a fatty infiltration. The subsequent develop- 
ment of portal cirrhosis from fatty infiltration was slow, 
and was thought to be due to the excess of fat, which 
interferes with the nutrition of the cells. From examina- 
tion of the composition of compounds, known as lipo- 
tropic substances, which encourage the normal transfer 
of fat from the liver, it seems that the common factor, 
a labile methyl (CHg) group is of primary importance. 

Difficulty in assessing the part played by proteins, 
which also possess a labile methyl group, was found in 
experiments with protein-deficient diets in small animals. 
It seems that an acute necrosis, in contrast to gradual 
fatty engorgement of the infiltration type, could be pro- 
duced, and depended largely on the degree of the 
deficiency and type of protein used. The ability to 
prevent such necrosis was traced to an amino-acid con- 
taining sulphur. Two such thioamino-acids are 
methionine and cystine, the latter being the key substance 
in preventing this type of liver disorder. Cystine is 
without the labile methyl (CH;) group but contains the 
sulphydryl (SH) group. This suggested that methionine, 
which contains both sulphydryl and methyl groups is 
the most indispensable amino-acid concerned in liver 
metabolism. Yeast is only poorly protective against 
necrosis of the liver; it may contain some unknown 
lipotropic principle; in fact the relation of the vitamin-B 
complex to cirrhosis and necrosis of the liver is not yet 
fully known. 

For many years it has been known that animals in 
which fatty infiltration has been produced have a 
diminished resistance todiver poisons, and that such livers 
contain little glycogen. It has also been found that in 
combating the effect of drugs producing fatty change 
a high-carbohydrate diet is effective and that the 
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displacement of fat by glycogen is necessary. But carbo- 
hydrate not only acts as fuel for the hepatic cell but also 
spares the utilization of protein, and it is even possible 
that the carbohydrates may themselves conjugate with 
the hepatic poisons. Carbohydrates must be given in 
the proportion necessary for total calorie and protein 
metabolism, otherwise liver necrosis may result. Carbo- 
hydrates are not the only agents necessary for the pro- 
tection of the liver against poison; protein may play an 
equally if not more important part. In this case the 
specific protective factor is methionine, of which the 
component sulphydryl (SH) group is the operative agent. 
The time of administration of the protective agent and 
of the exposure of the animal to the poison have consider- 
able bearing upon the extent of the subsequent liver 
necrosis. This is important when this knowledge is 
applied to man, for methionine will afford complete 
protection if administered before chloroform anaesthesia, 
partial protection if given 3 to 4 hours after anaesthesia, 
and no protection if given 4 hours or more after 
anaesthesia. A similar condition is found with 
* mapharside poisoning. 

The clear cut lipotropic and antinecrotic action of 
protein suggests that it would be of value in the treatment 
of hepatic disorder, but this is apparently not the case. 
Thus, dogs exposed to carbon tetrachloride more com- 
monly died from acute necrosis when they were on a 
lean-meat diet than on a mixed diet containing bone- 
meal. It was therefore felt that calcium might be a 
responsible factor, but experimental work has shown that 
it merely diminishes the symptoms without preventing 
the liver damage. Other workers have attributed the 
symptoms to a rise in blood guanidine occurring as the 
result of incomplete liver metabolism, but lack of know- 
ledge of the pharmacology of guanidine is holding up 
progress in this sphere of investigation. Most- workers 
agree that a mixed diet rich in protein (particularly milk) 
and carbohydrate is of greater value than lean meat in 
the treatment of necrosis due to poisons. In applying 
these results to man the accumulated evidence suggests 
that cirrhosis of the liver may be due to a dietary 
deficiency of protein rather than to the specific action 
of such agents as alcohol, and that in infective hepatitis 
previous malnutrition may cause a relatively high mortality 
rate. 

The value of the application of nutritional principles 
to treatment in man depends first of all upon the accuracy 
of diagnosis and the extent of the liver disorder. The 
latter is often difficult to determine without biopsy or 
necropsy, but it appears that cases of acute necrosis or 
toxic jaundice are extremely rare, and that the greater 
number are due to viruses such as that of infective 
hepatitis. The difficulties of carrying out therapeutic 
trials on an uncommon disease are considerable. Un- 
fortunately no help can be gained from the literature, 
which is devoted to isolated cases. Probably the most 
popular form of treatment is glucose administration, 
which, as might be expected from the experimental data, 
has yielded good results. It isimportant to remember, 
however, that hyperglycaemia should be obtained with- 
out the inhibition of the formation of hepatic sugars. 
Insulin is contraindicated and the necessary hyper- 
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glycaemia should be achieved by means of intravenous 
glucose. 

The success of certain proteins and protein derivatives 
in the prevention of acute necrosis in animals has given 
rise to a hope that this form of therapy may be of value 
in acute liver insufficiency. Unfortunately such patients 
are liable to develop renal failure, and it is not clear 
whether the products of proteins may not have a toxic 
effect on the kidneys. Because therapeutic trials of 
protein derivatives have not been completed it seems 
safer to restrict treatment to administration of milk, the 
protein of which is known to be harmless. 

The commonest hepatic diseases in Britain are acute 
infective hepatitis and post-arsenical and serum jaundice, 
These diseases are probably caused by different viruses, 
but the course and pathology are similar, and it is usual, 
therefore, to treat them all in the same way. 
present a different problem, for it is not the mortality 
rate but the period of disability which is important, 
Therapeutic trials with diets containing high and low 
protein, high and low fat, methionine, and choline have 
all proved disappointing. Some success has been 
‘obtained with superadded cysteine and intravenous casein 
hydrolysate but the results are not very striking. Treat- 
ment with glucose and insulin and with intravenous liver 
extract has also been unsuccessful, and as a result many 
observers believe that rest is of more consequence than 
diet. The author himself recommends that the diet 
should contain sufficient fluid and food to prevent 
dehydration, acidosis, and tissue breakdown from 
malnutrition; he often finds that a self-selected diet 
works well. A _ low-fat and low-protein diet is 
unappetizing and insufficient to ‘* regenerate the shattered 
columns of liver cells”. True cirrhosis of the liver is 
rare in Britain, and therefore the small number of cases 
precludes therapeutic trials. A high-calorie, high-protein 
diet to which have been added methionine and choline 
has greatly reduced the severity of symptoms and the 
mortality rate in other parts of the world. 

[It is not possible to do justice in this abstract to this. 
excellent review. It gives a full account of protein and 
its derivatives in the treatment of liver disorders. It is 
strongly recommended that all who are likely to be faced 
with the treatment of these cases should learn the steps 
which have been taken to arrive at our present 
knowledge.] E. M. Darmady 


1645. Biliary Cirrhosis. (Uber die biliare Leberzirrhose) 
S. TROESCH-PAILLARD. Gastroenterologia [Gastroentero- 
logia, Basel] 72, 96-124, 1947. 22 refs. 


During the last 10 years 17 cases seen at the Ziirich 
University Medical Clinic were classified at necropsy as 
cases of biliary cirrhosis. The histological grounds on 
which the diagnosis: was made are not mentioned. In 
6 cases the cirrhosis was the chief disease; in the others 
it was unimportant. Twelve patients had gall-stones 
(5 with cholecystitis or cholangitis, 7 without any 
evidence of infection at necropsy), and 3 had neoplastic 
obstruction of the bile ducts. The remaining 2 patients 
were alcoholics. The cause of death was considered to 
be: cardiovascular failure in -7 cases, coma hepaticum 
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in 4, carcinoma cachexia in 3, pneumonia in 2, and 
cerebral haemorrhage in 1. Clinically, a Laénnec 
cirrhosis was diagnosed in 3 cases, chronic venous 
congestion from heart failure in 3, hepatic metastases 
in 3, mechanical blockage of the biliary tract in 2, and 
an acute liver dystrophy as a sequel to parenchymatous 
hepatitis in 1. 

The author stresses the value, in arriving at a correct 
clinical diagnosis, of a history suggesting gall-stones, a 
severe jaundice which lasts a long time or recurs after 
remissions and which dominates the clinical picture, 
the presence of a leucocytosis, the frequent absence of a 
palpable spleen, and the increase in the total blood 
cholesterol with a fall in the ester. The erythrocyte 
sedimentation rate was raised except in the cases with 
heart failure. Various liver function tests were carried 
out and the results are summarized. The author is, 
however, unable to draw any conclusions as to their 
value in diagnosis. Denys Jennings 


1646. Modern Physiologic Concepts. Their Applica- 
tion to the Treatment of Disease of the Liver 

J. F. Weir. Journal of the American Medical Association 
[J. Amer. med. Ass.] 134, 579-585, June 14, 1947. 36 
refs. 


1647. The White Cell Count in Cirrhosis of the Liver. 
(La formule blanche dans les cirrhoses du foie) 

P. GRACIANSKY and M. Mouzon. Presse Médicale 
[Presse méd.] 54, 665-667, Oct. 12, 1946. 1 ref. 


The white cell counts in cases of cirrhosis of the 
liver are analysed in 2 groups: (1) 68 afebrile cases; 
(2) 29 cases with pyrexia. Group 2 showed the higher 
leucocyte counts, the increase being mainly due to an 
increase in the neutrophil polymorphonuclear cells. An 
eosinophilia is more common in group 1, while basophil 
cells are irregularly present in both groups. Itis suggested 
that the differential count may be of value in prognosis, 
a raised neutrophil count being an unfavourable and an 
eosinophilia a favourable sign. Other factors influencing 
the white cell count—such as sex, type of cirrhosis, and 
coincident infections—are briefly mentioned. 

H. Payling Wright 


1648. Quantitative Study of Collagen Content in Experi- 

mental Cirrhosis 

T. G. Morrione. Journal of Experimental Medicine 

¥ - Med.] 85, 217-225, March 1, 1947. 7 figs., 
refs. 


The introduction of a method for the chemical deter- 
mination of collagen in tissue has led the author to 
evaluate the extent of deposition and disappearance of 
collagen observed by histological means. Hepatic 
cirrhosis was produced in rats with carbon tetrachloride 
and p-dimethylaminoazobenzene, 56 rats being treated 
with carbon tetrachloride vapour over a period of 3 
months; 25 rats were then killed; administration to the 
remaining 31 was stopped and they were killed after 
1. 2, and 3 months, when 10, 12, and 9 necropsies 


respectively were performed. In the p-dimethylaminoazo- 
benzene series 38 rats were used. This substance was 
given by mouth. After 54 months 23 rats were killed; 
the remaining 15 were kept alive on a normal diet for a 
further 14 months. Quantitative collagen determina- 
tions were made on samples of liver weighing approxi- 
mately 3 g. from all animals, as well as from 15 controls, 
by the method of Lowry (J. biol. Chem., 1941, 139, 795). 
Histological examination of representative portions of 
liver was made on sections stained with haematoxylin- 
eosin, haematoxylin-eosin-azure, Masson’s trichrome, 
and Gomori’s reticulum stain. 

Animals which had been given p-dimethylaminoazo- 
benzene showed a well-marked cirrhosis after 5 months, 
and the collagen content rose to twice its normal value. 
The collagen was seen histologically to be deposited 
mostly in the periportal zone. In this series hepatic 
carcinoma was also seen in 3 animals. Animals kept 
alive for a further 14 months after the cessation of 
p-dimethylaminoazobenzene administration showed 
quantities of collagen within normal limits, which sug- 
gested a complete reversal of the process. Increase in 
collagen was greatest in the cirrhosis due to carbon 
tetrachloride; this was confirmed microscopically. The 
decrease in collagen after cessation of the drug was slow, 
gradual, and incomplete. 

When the microscopical observation was compared 
with chemical data it was found that the chemical value 
agreed more closely with findings in reticulum-stained 
material than in trichrome-stained specimens. The 
investigation confirms the original observation of Cameron 
and Karunaratne (J. Path. Bact., 1936, 42, 1) that deposi- 
tion of collagen in hepatic cirrhosis is largely, but not 
necessarily, an irreversible phenomenon. 

E. M. Darmady 


1649. Protein Nutrition. The Therapeutic Use of a 


. Digest of Liver Protein, Especially in Patients with 


Cirrhosis of the Liver 

J. H. Lewis, F. H. L. Taytor, and C. S. DAvipDsoN. 
New England Journal of Medicine [New Engl. J. 
Med.] 236, 351-359, March 6, 1947. 2 figs., 27 refs. 


It has been shown that a high protein intake is important 
in the treatment of certain diseases such as cirrhosis of 
the liver and nephrosis and also in thermal burns. The 
authors have made a rich “ protein concentrate ’’ from 
beef liver, which contains also adequate vitamin B but 
is deficient in other vitamins. Its amino-acid content is 
high. Unfortunately, like most of these concentrates, 
it is very unpalatable, and not all the patients tested were 
able to take it even when it was flavoured with chocolate. 
Moreover, some patients suffered from troublesome 
diarrhoea, the cause of which has not been explained. 
The chemical analysis of the concentrate and the results 
of its administration to 19 patients with hepatic cirrhosis 
and to a lesser number of cases of peptic ulcer and burns 
are described. The results are claimed to be good but 
not dramatic. In peptic ulcer a quite extraordinary gain 
in weight was noted. It is concluded that the concentrate 
is valuable as a supplement to a diet but had the defects 
mentioned above. . W. McNee 
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1650. Excretion of Glycogenic Corticoids and of 17- 
Ketosteroids in Various Endocrine and other Disorders 

E. H. VENNING and J. S. L. BRowng. Journal of Clinical 
Endocrinology {J. clin. Endocrinol.] 7, 79-101, Feb., 
1947. 1 fig., 15 refs. 


The ability of adrenal cortical secretions to cause a 
deposition of glycogen in the liver of the adrenalectomized 
fasting mouse was used to assess the glycogenic corti- 
coids in the urine of 8 normal subjects and 27 patients; 
the 17-ketosteroids were also determined. The amount 
of glycogenic corticoids was very low in 4 cases of 
Addison’s disease and 5 cases of panhypopituitarism; 
in all these cases the amount of 17-ketosteroids was also 
low. In4 out of 5 cases of Cushing’s syndrome excretion 
of glycogenic corticoids was greater than normal, with 
an approximately normal ketosteroid assay, while in 
4 cases of acromegaly the latter was partly increased, the 
glycogenic corticoid excretion being normal. It is 
pointed out that the three types of function of the 
adrenal gland—effect on electrolyte metabolism, effect 
on protein and carbohydrate metabolism, and androgenic 
action—may vary independently. H. Herxheimer 
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1651. Thiouracil and Propylthiouracil: A Comparative 
Clinical Study 

W. H. Beterwactes and C. C. Strurais. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.) 32, 
392-396, April, 1947. 3 figs., 7 refs. 


Ninety-eight thyrotoxic patients receiving 0-6 g. of: 


thiouracil per day were compared statistically with 42 
receiving 0-15 g. of propylthiouracil daily over a period 
of 6 weeks from the start of treatment. The difference 
in the numbers treated does not invalidate comparison 
because analysis of the first 47 patients treated with 
thiouracil showed no significant difference from the 
final analysis of the 98 patients, and because the period 
of review allows all the 42 patients in the propylthiouracil 
group to be considered for comparison. Between the 
two groups there was no significant difference in the 
average period of stay in hospital, in the average initial 
basal metabolic rate (B.M.R.), and in the percentage of 
nodular goitres. The only significant variable between 
the two groups was the marked difference in drug dosage. 
The results (illustrated by graphs) show that the rate of 
decrease of the B.M.R. in both groups of patients in 
hospital was almost identical, the clinical change generally 
corresponding to the change in the B.M.R. In the 
propylthiouracil group the initial response to treatment 
was greater in patients at rest in bed than in those who 
were ambulatory, although the eventual result was the 
same. The rate of improvement in both groups was the 
same. The average rate of fall of the B.M.R. in thyro- 


is less toxic than thiouracil. 


toxic patients in Michigan with either drug was less than 
1% per 2 days as opposed to a rate twice as great reported 
from the Atlantic Coast. Drowsiness, the only toxic 
reaction observed in 9 months’ use of propylthiouracil, 
was observed during the first 2 weeks of therapy in 30% 
of patients; an acneiform dermatitis of the face appeared 
in 1 patient, but disappeared when the dosage was 
reduced by 50 mg. per day. It is concluded that 150 mg. 
of propylthiouracil per day is adequate for most thyrotoxic 
patients. J. L. Markson 


1652. Propylthiouracil in Thyrotoxicosis. Observations 
on Fifty-four Patients 

W. S. Reveno. Journal of the American Medical 
Association [J. Amer. med. Ass.] 133, 1190-1192, April 19, 
1947. 1 ref. 


Thyrotoxicosis in 54 patients was treated with propyl- 
thiouracil. Of a group of 18 patients previously 
untreated, 11 lost their symptoms and gained weight 
while the basal metabolic rate returned to normal within 
4 weeks. One patient responded after 11 weeks’ treat- 
ment and 5 patients showed varying degrees of improve- 
ment short of complete control of symptoms. In these 
latter patients failure was ascribed to too low dosage. 
Of 56 patients who had already been given thiouracil 
23 continued satisfactorily with propylthiouracil. In 
13 control was less satisfactory, and this is attributed to 
too small a dose. In the rat the antithyroid action of the 
drug is ten times that of thiouracil, but it is concluded 
that in the human being 32 mg. of the drug is equivalent 
to 100 mg. of thiouracil. An effective initial dosage 
should therefore be 120 to 190 mg. daily. Five patients 
who had toxic reactions to thiouracil lost these when 
propylthiouracil was substituted. The drug, however, 
produces its own toxic symptoms; 1 patient developed a 
drug fever. It appears, however, that propylthiouracil 
Alan Kekwick 


1653. Treatment of Thyrotoxicosis with Propyl Thiouracil 
A. WILSON and J. Goopwin. Lancet [Lancet] 1, 669- 
671, May 17, 1947. 4 refs. 


After testing some 300 substances for antithyroid 
activity on the rat, Astwood et al. (Endocrinology, 1945, 
37, 456) showed that propylthiouracil exerted a longer 
effect and was ten times as potent as thiouracil. The pre- 
sent authors treated 16 cases of primary and secondary 
thyrotoxicosis with propylthiouracil, and found the 
optimum dose to be 150 mg. daily (given as two 25-mg. 
tablets three times daily) until signs and symptoms 
were controlled, after which it could be reduced to 75, 50, 
or 25 mg. daily. Anxiety and restlessness were the first 
symptoms to disappear (after 3 to 9 days); signs 
such as sweating, skin flushing, and tremor were relieved 
after 4 to 18 days; increase in serum ¢holesterol or 
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reduction in basal metabolic rate took longer (10 to 
70 days). Cases of secondary goitre responded to treat- 
ment slightly more rapidly than those of primary goitre. 

White-cell counts were estimated three times weekly 
until the maintenance dose was reached, after which they 
were taken every 2 or 3 weeks. In no case did the total 


‘white count fall to below 4,500 per c.mm., and granulo- 


enia was not observed. One patient taking 50 mg. 

daily developed an irritating rash on thighs and hands 

7 weeks after beginning treatment. When the drug 

was stopped the rash disappeared. No thyroid hyper- 
ia was seen in any of these 16 cases. 

The authors point out that propylthiouracil is quicker 
in controlling thyrotoxicosis than thiouracil, but although 
it is four times as potent as methylthiouracil the time lag 
between the beginning of treatment and response is 
about the same with both drugs. As the methyl form is 
easier to manufacture, there is at present no reason why 
propyithiouracil should replace it in the treatment of 
thyrotoxicosis. The thiouracil derivatives merit further 
trial in patients with auricular fibrillation where digitalis 
gives a poor result; in 4 out of 6 of the authors’ cases 
normal sinus rhythm was restored. T. E. C. Early 


1654. Liver Biopsy in Thyrotoxicosis. [In English] 
J. Prrer and E. PouLtsen. Acta Medica Scandinavica 
[Acta med. scand.| 127, 439-447, 1947. 4 figs., 12 refs. 


Recently, evidence has been forthcoming of impair- 
ment of liver function in thyrotoxicosis. However, 
necropsy reports on the liver condition have been scanty 
and the clinical correlation has been insufficient. For 
example, the presence of heart failure has not been 
excluded and the type of anaesthetic in post-operative 
death has not been stated. All stages have been observed 
from normal liver tissue, through very slight round-cell 
infiltration, to pronounced fatty change or cirrhosis with 
necrosis. The changes are said to be more pronounced 
at the periphery of the liver, and the cirrhosis here differs 
from other types in that the connective tissue extends 
intralobularly to separate small islands of cells. Some 
writers go so far as to term it a Basedowian cirrhosis. 

The authors’ material consisted of 30 cases of thyro- 
toxicosis. Liver-function tests were performed on each 
of them, and liver biopsy by the method of Iversen and 
Roholm was carried out in 15. In 20% of cases the 
Takata-Ara test was positive, but in no case was it 
strongly so. An unquestionable increase in the serum 
phosphatase—that is, 11 or more Buch units (normal 
value 0 to 7 Buch units)—occurred in 9 out of 28 patients. 
There was no significant alteration in the formol-gel 
test, prothrombin time, plasma colour, platelet count, 
serum iron and urine urobilin estimation. No relation 
between the metabolic rate and the results of liver- 
function tests could be demonstrated. The 15 liver 
biopsies showed only few and slight changes not at all 
Suggestive of any characteristic picture. The biopsy 
results were: normal liver tissue 5 cases, glycogen (picric- 
acid fixation) markedly reduced in 2 cases, slight steatosis 
in 3 cases, delicate dark streaks of cells in 5 cases, slight 
round-cell infiltration in 2 cases, and suspected com- 
mencing cirrhosis in 1 case. The authors point out that 
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a single negative biopsy result cannot exclude the 
possibility of more pronounced changes in the liver, 
but the peripheral zone is the most likely to show changes, 
and that is the zone examined in needle biopsy. 

S. Oram 


1655. Hyperophthalmopathic Syndrome in Thyroid Disease 
K. E. Pascukis and A. CANTAROW. Journal of Clinical 
Endocrinology {J. clin. Endocrinol.| 7, 102-114, Feb., 
1947. 3 figs., 22 refs. 


Two cases of the hyperophthalmopathic syndrome are 
described; this includes proptosis, paresis of external 
ocular muscles, swelling of the lids, oedema of the con- 
junctivae, and retrobulbar pain. In these cases thyroid 
operations led to a severe exacerbation of the syndrome. 
In 1 case a decompression operation had to be carried 
out, and in both administration of thyroid extract and 
irradiation of the pituitary caused improvement. In 
3 other cases of hyperthyroidism with this syndrome the 
thyroid was not operated upon, as the hyperophthalmos 
seemed out of proportion to the hyperthyroidism. The 
syndrome is believed to be caused by excessive production 
of thyrotropic hormone. It is suggested that small doses 
of oestrogens should be given in order to counteract 
the overaction of the pituitary gland. This method has 
been used successfully in the later cases. 

H. Herxheimer 


1656. Thiomidil (4-Methylthiouracil) in the Treatment of 
Hyperthyroidism. (Thiomidil (4-Methyl-Thiouracil) in 
der Behandlung der Hyperthyreose) 

O. SpiHLer. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 77, 275-283, March 1, 
1947. 13 figs., 33 refs. 


The advantages and disadvantages of “ thiomidil ” 
(4-methylthiouracil) therapy in cases of thyrotoxicosis are 
discussed. In a series of 50 patients the highest initial 
dose required was 0-375 g. daily for patients with a 
basal metabolic rate (B.M.R.) of +50%, 0-25 g. for those 
with a B.M.R. of +30 to 50% and 0-16 g. for those with 
a B.M.R. of +30% and under (compared with a dose of 
0-6 g. of thiouracil daily). The high initial dose was 
maintained for 1 to 2 weeks, then reduced to 0-1 g. daily 
for a further 2 weeks. The maintenance dose varied 
between 0-025 and 0-075 g. There was no case of hyper- 
sensitivity to the drug and no occasion to stop the treat- 
ment, though a few toxic symptoms, such as nausea and 
occasionally diarrhoea, appeared when treatment was 
first started. Hyperthyroidism sometimes increased in 
severity during the first 2 weeks, probably due to the 
increased production of thyroxine by the partially 
damaged gland or the increased release of the stored 
thyroxine. 

B.M.R. and blood-cholesterol determinations were 
necessary throughout the course of the treatment to 
guard against Overdosage. A value of 200 mg. per 
100 ml. in the latter was a strong indication of hypo- 
thyroidism. Enlargement of the goitre and myxoedema 
which developed in these cases disappeared when treat- 
ment was stopped. Neither skin lesions nor agranu- 
locytosis appeared, though the development of the latter 
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may have been delayed by the low dosage used. , There 
were not enough long-term observations after the main- 
tenance dose had been stopped to decide whether a real 
cure had been effected; the longest follow-up was for 
1 year in one case. The disturbance in carbohydrate 
metabolism, sometimes causing a mild diabetes, and the 
adrenal deficiency disappeared when the B.M.R. values 
fell to normal levels. Electrocardiographic records 
show on some occasions a clear reduction in the devia- 
tions with disappearance of auricular fibrillation. An 
increase in sensitivity to digitalis and strophanthus was 
found in some patients previously insensitive to these 
drugs. Thiomidil should only be used in cases of 
hyperthyroidism and not even in these during pregnancy. 
S. A. Simpson 


1657. Investigations of some Biochemical Changes 
Occurring during Treatment of Hyperthyroidism. [In 
English] 

K. LUNDBAEK. Acta Medica Scandinavica [Acta med. 
scand.| 127, 193-217, April 25, 1947. 7 figs., Biblio- 
graphy. 

This paper describes a series of investigations carried 
out during the treatment of 6 cases of hyperthyroidism 
with methylthiouracil. A study was made of the basal 
metabolic rate (B.M.R.); the excretion of nitrogen, 
creatine, sodium, chloride, and calcium; the cell volume; 
serum protein, cholesterol, and uric acid. Contrary to 
expectation the fall in the B.M.R. began at once and 
continued in an almost straight line. Increase in weight 
occurred at a variable time and was not related to B.M.R., 
pulse rate, or serum cholesterol. The serum cholesterol 
was shown to be an unexpectedly valuable index of 
individual thyroid function, with a very close relation to 
the pulse rate, and a less close relation to the B.M.R. and 
weight. The serum uric acid showed no uniform change, 
and changes in cell volume and serum protein were 
transient. There was an even fall in nitrogen excretion. 
No variation was seen in creatinine excretion. A decrease 
in calcium excretion occurred after a latent period of a 
week, but there was no constant relation to thyroid 
function. The effects of treatment on sodium and 
chloride excretion varied from patient to patient. No 
uniform changes were observed in the volume of urine 
secreted. Raymond Greene 


1658. Differentiation of the Antithyroid Action of 
Thiouracil, Thiourea and Paba from Sulfonamides by 
Iodine Administration. 

C. G. MACKENzIE. Endocrinology [Endocrinology] 40, 
137-153, March, 1947. 9 figs., 36 refs. 


The increase in thyroid weight and thyroid hyperplasia 
produced by thiouracil, thiourea, p-aminobenzoic acid, 
and sulphaguanidine in immature rats was measured 
when the diet contained varying amounts of iodine. 
The basal diet contained 37 yg. of iodine per 100 g., and 
this was supplemented by the addition of 0-1, 1, or 50 mg. 
of sodium iodide per 100 g. The goitrogenic compounds 
were incorporated in the food in amounts that produced 
equivalent degrees of hyperplasia and enlargement of 
the glands. Each test lasted 13 to 14 days. The pro- 
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portions in the diet were: thiourea, 0-1%; thiourac; 

0-005 to 0:5%, p-aminobenzoic acid, 2%; and sulpha. 
guanidine, 0-5 to 2%. These amounts produced 30 to 
150% increases in thyroid weight and degrees of thyroig 
hyperplasia up to 100% by the author’s method of 
estimation. The iodine supplements themselves did not 
alter the thyroid weight, hence the basal diet containeg 
an adequate amount of iodine. [The experiments were 
carefully designed to be comparable, but the only indica. 
tion that the food intake was the same in all groups is the 
statement that the gains in body weight were the same,] 

With thiourea and thiouracil the iodine additions 
decreased the thyroid response. The lowest degrees of 
thyroid enlargement were completely abolished and the 
highest partially so; this partial inhibition was not 
increased when more iodine was added to the diet. The 
inhibition of the induced thyroid hyperplasia was not 
limited but increased with increasing iodine intake. The 
action of p-aminobenzoic acid was also inhibited by 
iodine supplements. With sulphaguanidine the effect of 
the ‘added iodine was quite the opposite; the thyroid 
enlargement and hyperplasia were increased by the 
higher iodine intakes. 

The results are used to support the view that thiourea 
and its derivatives act by reducing newly-formed iodine 
in the thyroid, so that iodinization of tyrosine is impossible 
and thyroxine synthesis therefore fails. In these experi- 
ments the basal iodine intake is basal and the added 
iodide is oxidized in the thyroid to iodine with a conse- 
quent increase in iodotyrosine formation. ~However, 
when the oxidation system is saturated the addition of 
more iodide can have no further effect; this explains the 
complete inhibition of the action of the smallest dose of 
thiouracil but the partial and limited inhibition of the 
effects of larger doses. p-Aminobenzoic acid is not a 
strong enough reducing agent to act in the same way, 
but it perhaps acts by competing for one of the thyroid 
enzyme systems. As only one dose of the compound 
was tested it cannot be said whether the effect of added 
iodide is unlimited, as it should be on a competition 
hypothesis. Sulphaguanidine must have a completely 
different mode of action—possibly by direct inhibition 
of one of the enzyme systems. Peter C. Williams 


SUPRARENALS 


1659. Insensitivity to Epinephrine in a Patient with a 
Functioning Tumour of the Adrenal Medulla 

R. L. Maycock and E. Rose. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 213, 324-330, 
March, 1947. 2 figs., 18 refs. ‘ 


The clinical picture of chromaffin-celled tumours of 
the adrenal medulla is now well recognized; [it was fully 
reviewed by MacKeith, British Heart J., 1944, 6, 1]. 
The authors record a typical case in a man of 42 with 
a 24-years’ history of attacks of palpitation, headache, 
epigastric pain, perspiration, lacrimation, and salivation, 
lasting 30 minutes to 2 hours. Though the attacks 
were at first infrequent they were recurring before the 
patient was admitted to hospital from 1 to 16 times a 
day. A tumour weighing 42-8 g. was removed from the 
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region of the right adrenal. It showed the typical 
features of a phaecochromocytoma ; malignancy, though 
unlikely, could not be excluded. Five months after 
operation no complications or evidence of recurrence had 
developed. The attacks had been excited by exercise, 
lying down, bending, twisting, or pressing the knees into 
the abdomen, but emotional disturbances, manual 
massage of the adrenal area, and injections of sterile 
water were without effect. Before operation sub- 
cutaneous injection of 10 mg. of acetyl-8-methyl choline 
was followed by so severe an attack that the experiment 
was not repeated; after operation, no attack followed a 
similar injection. 

The reaction of epinephrine (adrenaline) was striking. 
In the normal subject 0-5 ml. of 1 : 1,000 adrenaline 
given subcutaneously causes a significant rise in blood 
pressure (B.P.); this dose produced no discernible effect 
on the patient before operation and no change in B.P. 
even after vigorous massage of the site of injection. It 
required 2-5 ml. to raise the B.P. to 220/114 mm. Hg 
and to excite a mild attack. Yet after operation 0-25 ml. 
caused a rise in B.P. (172/98) and the symptoms of a 
typical attack. The authors suggest that this insensitivity 
to adrenaline serves as a useful and harmless test in the 
diagnosis of these tumours. 

Electrocardiograms (E.C.G.) in the intervals between 
attacks showed negative T waves in I, II, and CR 5, 
with low or flat T waves in III, CR 2, and CR 4. Four 
minutes after the onset of an attack A-V nodal rhythm 
was present with a rate of 65 and the direction of all 
T waves was normal. Fifteen minutes after the onset 
the E.C.G. had returned to its form before attacks. A 
month after operation the E.C.G. was normal except 
for slight flattening of the T waves in the limb leads. 
The serum potassium level was elevated (5 mnilli- 
equivalents per 100 ml.) between attacks but was normal 
during the attack, and the blood cholesterol was raised 
(291 mg. per 100 ml.). The muscle potassium level was 
found to be over twice that given in the literature—namely, 
172 m. eq. per kg. of wet muscles as against 82 m. eq. 
per kg. The urinary 17-ketosteroids were low, 6-1 mg. 
per 24 hours as against a normal of 12 to 19 mg. 

Henry Cohen 


1660. The Adrenal Glands in Relation to Some Patho- 
logical Conditions and at Different Ages. (Sullo stato 
delle ghiandole soprarenali in coincidenza di alcune 
patologiche e delle varie eta), 

A. GIAMPALMO. Pathologica [Pathologica] 39, 36-49, 
Jan.—-April, 1947. 1 fig., 9 refs. 


At 800 necropsies the adrenal glands were weighed 
and examined histologically. Only adrenal glands were 
considered which did not show conspicuous secondary 
tumours, tuberculous foci, or other conditions tending to 
alter their weights. The relative proportions of the 
medulla and cortex were ascertained from sections of 
different parts of the gland. Haematoxylin-eosin stain- 
ing was used as a routine and Sudan for the evaluation 
of the lipid content. Whenever necessary, Van Gieson 
and Weigert’s elastic stains were also used. The average 
weight was 12-9 g., but this varied with age. Only 


weights found in adults are tabulated. The weight 
increased gradually up to the age of 70 and decreased 
after that age. The same tendency was seen in hyper- 
plasia of the cortex. This hyperplasia coincided with 
certain diseases. Simple or adenomatous hyperplasia 
of the cortex was found in senility, arteriosclerosis, 
chronic purulent inflammation (such as pyelonephritis, 
abscess of the lung, or empyema), and hypertension. 
This hyperplasia was more marked in senile cases when 
one of these conditions was also present. Decrease of 
the lipid content was observed in acute infections, 
tuberculosis, and leukaemia. Hyperplasia of the 
medulla was seen in the 30 to 50 age group. It was 
found in hypertrophy of the heart, aortic regurgitation, 
syphilitic aortitis. 

Hypoplasia of the medulla was found in young adults 
with fairly acute pulmonary tuberculosis. In more 
chronic cases there was no hypoplasia. When the 
condition led to pulmonary hypertension and hence to 
the hypertrophy of the right ventricle medullary 
hyperplasia was more often demonstrated. 

There appears to be no parallelism between the sizes 
of cortex and medulla. They behave entirely differently 
in accordance with the age factor or with disease affecting 
their development. The weight alone does not indicate, 
therefore, whether the cortex or medulla is hyperplastic 
or hypoplastic. The weight of the whole gland was 
increased in descending order in purulent pyelonephritis, 
in other chronic purulent inflammations, in arterio- 
sclerosis with or without nephrosclerosis, and in chronic 
glomerulonephritis. Medium weight was found in cases . 
of tumour, and decreased weight in heart failure with 
endocarditis, aortic regurgitation, tuberculosis, and acute 
infectious diseases. These weights were compared with 
the weights of the whole gland in normal individuals 
who died accidentally. Maximal weight of the gland was 
found at ages between 60 and 70. E. Forrai 


1661. The Role of the Adrenal Cortex in Mammary 
Development and its Relation to the Mammogenic Action 
of the Anterior Pituitary 
A. T. Cowie and S. J. Fotiey. Endocrinology [Endo- 
crinology] 40, 274-285, April, 1947. 4 figs., 20 refs. 
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1662. Action in vitro of Thyrotropic Hormone and 
Iodide on Thyroid Cells 

L. C. JuNQqueirA. Endocrinology [Endocrinology] 40, 
286-291, April, 1947. 4 figs., 17 refs. 


Fragments of thyroid gland weighing 1 mg. were 
removed from 60-gramme rats of either sex and incubated 
in a medium of two parts of homologous serum and one 
part of physiological saline; they remained in good 
condition for at least 96 hours. At the end of the 
incubation the pieces of tissue were dried by freezing, 
denatured in alcohol, and stained with aniline blue- 
orange G to show intracellular colloid. Experiments 
were carried out for 30 minutes to 48 hours with thyro- 
trophin (1 to 10 Junkmann-Schoeller units per ml.) or 
iodide added to the medium. 
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With added thyrotrophin the follicular cells showed 
intracellular colloid droplets within 30 minutes; these 
were later released into the interfollicular spaces where 
they were ingested by macrophages. Added iodide had 
no effect on the histology of the tissue fragments, but in 
the higher concentrations (0-15 to 0-015 molar) it pre- 
vented the action of thyrotrophin added 3 hours later. 
[Although it is stated that different concentrations of 
iodide and thyrotrophin were used and different times of 
incubation studied there are no detailed protocols, and 
only one thyrotrophin dose and two time intervals are 
given; the reproducibility of the results is therefore 
difficult to assess.] 

The thyrotrophin results indicate that the action of the 
hormone is independent of the nerve supply to the thyroid 
gland and is not a secondary effect of an increased blood 
supply. The inhibition of its action by iodide is perhaps 
due to inhibition of the proteolytic enzyme activated by 
thyrotrophin or perhaps to a direct action on the pituitary 
hormone. Peter C. Williams 


1663. The Sella Turcica and the Pituitary Gland. (Sella 
turcica und Hypophyse) 

H. Marx, W. Hesse, and H. NEUMANN. Klinische 
Wochenschrift (Klin. Wschr.] 24/25, 299-304, Feb. 15, 
1947. 2 figs. 


A very thorough investigation was carried out to 
discover any relation between the volume of the sella 
turcica and the size of the pituitary gland (P.G.) and 
whether the size of the P.G. gives any clue as to the state 
ofits function. The sellar volume was assessed by means 
of lateral radiographs of the skull showing the silhouetted 
outlines of the sella. , 

X-ray examinations were made of 390 patients, 100 
children aged 1 to 16, and 290 adults. In 90 of these 
cases the P.G. was also available for direct study. The 
- radiographs were taken at a distance of 1-2 m., some at 
1m. The surface of the median and lateral profiles of 
the sella was calculated with the aid of graph paper by 
counting squares; in another series the silhouettes were 
cut out of paper; the latter were weighed and the surface 
calculated from this. The average was 68-1 sq. mm. for 
the lateral silhouette and 81-5 sq. mm. for the median 
one. There was great dispersion with a maximum of 
144 sq. mm. and a minimum of 33.sq. mm. Readings 
were higher in women and old people than in men. 
No relation was found between the surface of the sella 
profiles and the measurements and form of the skull 
save for a reciprocal relation between sella profile and 
size of frontal and sphenoid sinuses; the larger the latter, 
the smaller the sella profile. 

The anatomical examination of 90 hypophyses gave 
an average weight of 653 mg. in women, and 568 mg. in 
men, a mean average of 602 mg., with a maximum of 
823 mg. and a minimum of 300 mg. The average volume 
of the sella in these 90 cases was 95 c.mm., the maximum 
being 174 c.mm., the minimum 52 c.mm.; women had 
a higher average than men; the highest readings were 
found at ages from 60 to 80 (105 c.mm.). A vague 
connexion existed between the weight of the P.G. and 
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the volume of the sella. No relation was found between 
the profile of the sella and its volume, nor between the 
sella profile and the weight of the gland. Carefy 
histological examination of serial sections of the PG. 
failed to give any clue as to the size of the volume or 
profile of the sella. 

Bridging of the clinoid processes was found in 7:3% 
of the cases examined (in only 2% of the children, ingdj- 
cating bridge formation at a later stage). Contrary to 
current opinion the sella volume and the weight of the 
encased P.G. were found greater than the average in 
these cases. The histological and clinical findings did 
not show any deviation from the normal. Bridging of 
the sella must, therefore, be regarded as a chance occur- 
rence without any clinical importance. The same applies 
to the finding of a “‘ steep dorsum of the sella ”’, which 
occurred in about 8-2% of the investigated series. 

Histological studieS revealed the existence of small 
adenomata in the anterior lobe in many a clinically normal 
patient, increasing in frequency with age and mainly 
involving the eosinophil cells [a similar observation was 
made by the abstracter as regards basophil cells about 
12 years ago]. A definite increase in the number of 
eosinophils but without formation of true adenomata 
was found in 17% of cases with no signs of acromegaly. 
The chromophobe cells were increased in 7% without 
endocrine disorder. The basophils were excessive in 
28% of the cases in which there were no endocrine 
symptoms, but in a surprisingly great number of epileptics. 
The possibility of a connexion between the production 
of pressor substances by the basophils and increased 
amount of pressor substances in the blood during the 
aura of epileptic attacks is discussed. Invasion of the 
posterior lobe by basophils was found in 30% of the cases 
without signs of endocrine disturbance. 

The author concludes that, with the exception of 
tumours, x-ray examination of the sella turcica gives no 
evidence of the size and function of the pituitary gland. 

V. C. Medvei 


1664. Renal Excretory Function and Diet in Diabetes 
Insipidus 

S. B. BEASER. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 213, 441-449, April, 1947. 2 figs., 
51 refs. 


Detailed study of a patient with diabetes insipidus 
demonstrated that by rigorous restriction of both sodium 
chloride and protein in the diet the urinary excretion 
could be reduced to below 3,700 ml. daily. This is a 
method of treatment which might be substituted for, or 
used in conjunction with, replacement therapy. The 
suggested reduction in protein was to 1-49 g. per kilo 
body weight and in salt to 1-2 g. per day. 

Geoffrey McComas 


1665. Revised “ Ossification Index ”’ for the Detection of 
Endocrine Disorders in Childhood 

D. W. LeonarD. American Journal of Roentgenology 
and Radium Therapy (Amer. J. Roentgenol.] 56, 716-720, 
Dec., 1946. 4 figs., 8 refs. 
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1666. An Improved Method of Administering Massive 
and Progressive Doses of Nicotinamide, with Therapeutic 
Application. (Contribution a la mise au point d’une 
méthode d’application thérapeutique a doses massives 
et progressives de l’amide de l'acide nicotinique) 

J. FEeRREIRA-MARQuUES. Acta Dermato-Venereologica 
[Acta derm.-venereol., Stockh.] 27, 173-197, 1947. 2 figs. 


After some generalizations on the use of vitamins in 
dermatology the author describes his experience with 
nicotinamide over the last 4 years in over 600 cases. 

Every case of pruritus of internal origin, with the 
exception of pruritus ani, was cured or at least greatly 
relieved by this drug. Success is also claimed for the 
use of the special treatment scheme in erythrodermia, 
urticarial erythema, and circulatory disorders of the lower 
limbs. Eight patients with Bazin’s disease (erythema 
induratum) were cured and detailed records of 6 cases are 
included. Nicotinamide is said to be effective in the 
treatment of tuberculous adenopathies, including those 
associated with lupus vulgaris. At first a fractional oral 
dose of 0:2 g. nicotinamide is given at 3-hour intervals 
five times a day for 10 days (0:2*5x10). Large daily 
doses can also be injected intramuscularly, intravenously, 
or subcutaneously so that a maximum of 1°5 g. per 
10 kilos body weight can be easily administered. The 
author considers it essential to increase the dose 
slowly and progressively, hence the name of the method. 
The scheme begins with 0-2 g. nicotinamide given five 
times a day for 2 days (0-2 5 x 2), after which the dose 
is increased to 0-352, then to 0-453, then to 
0:5x53, then to 0-6x5x4, then to 0:7x5x5, then 
to 0-8 x 5x 5, then to 0-9x 5x 5, and finally to 1x5xzn, 
this dosage being continued for m days until the patient 
is cured. If it is desired to reach the maximum daily 
dose, first intramuscular and then intravenous therapy 
must be used to supplement the oral doses. In the 
majority of cases it is unnecessary to exceed the fractional 
dose of 0-8 g.—that is, 4 g. daily. 

Early signs of intolerance are anorexia, fatigue, and 
dizziness, and these may precede nausea, vomiting, 
abdominal pain, and a taste of metal in the mouth. 
Such symptoms demand that treatment should be sus- 
pended for 3 to 6 days, during which vitamin C in large 
doses (0-5 g. daily by intramuscular injection) should be 
given. James Marshall 


1667. Impetigo Contagiosa Treated Parenterally with 
Penicillin-Beeswax 

T. H. Finxte. Journal of Investigative Dermatology 
[J. invest. Derm.] 8, 167-170, March, 1947. 6 refs. 


This is a short account with bacteriological studies of 
the treatment of 10 soldiers suffering from impetigo by 
subcutaneous injection of calcium penicillin in peanut 
oil with beeswax. At the first visit an injection of 


300,000 Oxford units was given and this was repeated 
24 hours later. Eight patients were cured with only 
2 injections; in 2 cases 3 injections at the same dosage 
were necessary. No local treatment was used. The 
average time of cure was 4-9 days. 

E. W. Prosser Thomas 


1668. The Management of Urticaria Due to Penicillin 
D. M. Pittspury, H. P. Steicer, and T. E. Gipson. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 133, 1255-1258, April 26, 1947. 8 refs. 


Urticarial reactions during treatment of syphilis with 
penicillin occurred in 15 of 824 cases. The use of anti- 
histamine substances in the treatment of this reaction is 
described. In 14 of 16 cases given 50 to 100 mg. of 
* benadryl ” thrice daily and in 2 of 7 cases given similar 
doses of “‘ pyribenzamine’”’ relief was obtained. Ad- 
ministration of penicillin must be stopped, except in cases 
of urgent need, and the antihistamine substance must be 
administered regularly by mouth or in amounts of 5 to 
10 mg. intravenously in severe cases or where penicillin 
cannot safely be discontinued. Symptoms usually begin 
to subside in 12 hours. A test dose of 1,000 units of 
penicillin from another source is given intramuscularly, 
administration of the antihistamine substance being 
continued; if no reaction occurs within 6 hours the patient 
receives a further dose of 10,000 or 20,000 units of penicil- 
lin. If there is no reaction within a further 4 hours the 
full course of penicillin is restarted. The dose of anti- 
histamine substance may be reduced gradually and the 
drug may even be discontinued in some patients. It is 
recommended that during the trial period no preparation 
of penicillin with a prolonged action should be used. 
If reactions recur when penicillin treatment is restarted 
it is suggested that the readministration should be 
postponed for 1 month or more. Derek R. Wood 


1669. The Cicatricial Alopecias. An Historical and 
Clinical Review and an Histologic Investigation 

C. W. Laymon. Journal of Investigative Dermatology 
[J. invest. Derm.] 8, 99-122, Feb., 1947. 9 figs., 39 refs. 


The clinical features of the cicatricial alopecias are 
reviewed, and personal observations are recorded of the 
histological characteristics of various kinds of baldness. 
Pseudopélade is ah insidious, asymptomatic, non- 
inflammatory disease with multiple, usually small, 
sharply demarcated areas of baldness with definite 
atrophy and without broken hairs. When loose hairs 
are pulled out they are surrounded by a translucent 
sheath. The course is very slow and complete baldness 
never results. In folliculitis decalvans there are areas 
of cicatricial alopecia with inflammatory papules or 
small pustules at the border. Progress is slow. The 
borders of the bald patches in lupus erythematosus are 


M—2K 529 


| 

| 

ion 

sed 

the 

the 

Ses 

of 

no 

1. 

i 

tes 

ces 

dus: 

um 

ion 

$a 

or 

The 

‘ilo 

of 

gy 

20, 


530 DERMATOLOGY 


bright red and telangiectases may be seen. The dilated 
follicules contain plugs. Ulerythema sycosiforme (Unna) 
is very rare and starts on the face in front of the ear; the 
inflammation is marked. 

In ordinary male baldness histological changes were 
negligible. In alopecia areata there was striking lack of 
pigment. There was a round-cell infiltration in the cutis 
most marked around the vessels, sebaceous glands, and 
follicles. The inflammation had subsided in long- 
standing cases but there was no sclerosis. In“ cicatrizing 
seborrhoeic eczema” there were hyperkeratosis, para- 
keratosis, and acanthosis. In.the cutis were oedema and 
a diffuse infiltration of lymphocytes and polymorpho- 
nuclear cells, especially superficially. The follicles and 
sebaceous glands were obliterated. In pseudopelade 
there was marked thinning of the epidermis, sometimes 
with flattening of the rete pegs. The follicles and 
sebaceous glands had quite disappeared, the former being 
replaced by perpendicular columns of fibrous tissue. 
There were occasional small collections of lymphocytes 
and some sclerosis. The sweat glands and arrector. 
muscles were preserved. In folliculitis decalvans the 
changes in the centres of the lesions were identical with 
those seen in pseudopelade. Sections from the peri- 
phery showed, in addition, abscess formation in the 
superficial part of the cutis. The picture in lupus erythe- 
matosus varied with the activity of the disease but was 
never sufficiently characteristic to be diagnostic. Active 
lesions showed hyperkeratosis, increase of the granular 
layer, and epidermal atrophy; there were vacuoles in the 
basal cells. The infiltrate was much denser and more 
diffuse than in pseudopelade; it was chiefly lymphocytic; 
the mid-cutis was relatively free but the infiltrate sur- 
rounded the sweat glands. The sebaceous glands and 
follicles had disappeared. There was disruption of the 
elastic tissue in the papillae. Old inactive lesions showed 
epidermal atrophy and flattening with sclerosis of the 
cutis, absence of the sebaceous glands and follicles, much 
shrinking of the sweat glands, and no infiltrate. 

E. Lipman Cohen 


1670. Erythema Miultiforme Exudativum. (Erythema 
Bullosum Malignans—Pluriorificial Type). Personal Ob- 
servations of Cases in Willard Parker Hospital for 
Contagious Diseases (1932-1946) 

M. J. Costetto. Journal of Investigative Dermatology 
[J. invest. Derm.) 8, 127-144, March, 1947. 5 figs., 
10 refs.. 


The author discusses the ineidence, clinical appearances, 
symptoms, complications, laboratory findings, pathology, 
and treatment of the severe form of erythema multiforme 
exudativum which affects the skin and mucosa of 
orifices. He suggests the title “erythema bullosum 
malignans ”’ for this disease, because all of the symptoms 
of the mild type of erythema multiforme are greatly. 
intensified and the prognosis is grave. The disease has 
been reported under various other descriptive titles from 
time to time over a great many years, and is probably 
best known, at any rate in Britain, as the ‘‘ Stevens- 
Johnson syndrome ”’. 

The author bases his review on 33 cases, the majority 


of which he observed and treated himself, and Teports 
17 of the most typical. Fourteen patients were male 
and 3 female; 7 were children and 10 adults. Three 
patients died. The necropsy findings in 1 case are f 
recorded. Of serious complications, bronchopneumonia 
occurred in 9 patients, while 1 had uraemia and 4 
developed corneal ulcers. The occurrence of the disease 
in 2 of the cases 10 days after vaccination suggests to 
the author a possible viral causation. There were no 
significant laboratory findings, though a low or normal 
leucocyte count is suggestive in the diagnosis. The 
diagnoses of the physicians who referred the cases had 
included varicella, diphtheria, smallpox, Vincent's 
angina, vaccinia, scarlet fever, measles, impetigo bullosa, 
and pemphigus vulgaris. 

The cutaneous manifestations in all consisted. of 
vesicles of various sizes and flaccid bullae, on a back- 
ground of large macular and maculo-papular erythema, 
Some patients had purpuric lesions and haemorrhagic 
bullae. The palpebral and bulbar conjunctivae, the lips, 
oral cavity, and genital mucosa were involved in every 
case. In addition to the pulmonary involvement 
commonly encountered, 2 patients vomited blood in the 
first days of the illness and 2 had tarry stools. Albumin, 
red cells, leucocytes, and casts were commonly found in 
the urine. The cutaneous and mucosal lesions lasted on 
an average for 34 weeks in 9 patients and from 4 to 7 
weeks in 8 patients. 

Treatment was symptomatic and included forcing of 
fluids, blood transfusion, and administration of sedatives, 
Convalescent scarlet fever serum, concentrated horse 
serum and normal immune serum were tried in several 
cases with doubtful benefit. Penicillin was given to 
2 extremely ill patients, both of whom, in the author's 
opinion, would otherwise have died. The most useful 
local treatment was application of wet compresses of 
saline, boric acid, or Burow’s solution. Sponges with 
potassium permanganate, 1 in 20,000, helped to control 
exudation and infection. Sterile vaselinized”’ gauze 
was applied to large denuded areas. The eyes were 
irrigated with normal saline every 3 hours. ‘“ Amigen” 
by mouth was of value. E. W. Prosser Thomas 


1671. An Improved Method for Diagnosing Pemphigus 
D. I. Macut and M. Ostro. Journal of Investigative 
Dermatology [J. invest. Derm.) 8, 171-175, March, 1947. 
20 refs. 


Reference is made to earlier publications, mainly by 
Macht, concerning the demonstration of specific toxic 
substances in blood sera in various diseases by phyto- 
pharmacological methods. It is stated that the diagnosis 
of pemphigus by the so-called Macht-Pels phytotoxic 
test has been confirmed in 90 to 95% of the cases 
examined. In the present paper the authors briefly 
report their investigation of the effect of x rays on the 
toxicity of pemphigus blood serum as measured by the 
phyto-pharmacological test. Exposure in open glass 
vials of samples of serum to short x rays filtered through 
a composite filter is said to have produced rapid detoxifi- 
cation. The possibility of deep x-ray therapy for 
pemphigus is suggested. E. W. Prosser Thomas 
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Venereal Diseases 


1672. The Effects of Penicillin Administration on 
Menstrual and Other Sexual Cycle Functions 

A. E. W. McLacuian and D. D. Brown. British 
Journal of Venereal Diseases (Brit. J. vener. Dis.] 23, 1-10, 
March, 1947. 26 figs., 5 refs. 


This paper makes a welcome assessment of physio- 

ical disturbances occurring in the female during 
penicillin treatment for venereal disease. 

One healthy volunteer and 2 patients with tricho- 
monas vaginitis were given five 3-hourly injections of 
30,000 units of commercial penicillin; all subsequently 
showed some menstrual disturbance. After this observa- 
tion, 216 non-pregnant women (106 of whom received 
2,400,000 units and the remainder 300,000 units or less), 
32 pregnant women, and 16 others treated during the 
puerperium were observed for four consecutive monthly 
periods after the drug had been administered. 

Of the 216 non-pregnant women 188 (91-3%) showed 
some change in the menstrual cycle: 57:3% for one 
menstrual period, 21-4% for two periods, 5-8% for three, 
and 6°8°% for four. The cycle was lengthened in 27-2%, 
shortened in 32-7%, and unaffected in 40-1%. Menstrual 
loss was increased in 56-1%, decreased in 2°5%, and 
unaltered in 41-4%. The duration of menstrual flow 
was lengthened in 44-5%, shortened in 11-7%, and 
unchanged in 43-8%. Approximately one-third developed 
dysmenorrhoea but 10% who had previously suffered 
from this were temporarily relieved. Eight patients, 
6 of whom received 2,400,000 units, had mittelschmerz. 
Efforts to relate these effects to the time in the menstrual 
cycle when the penicillin was given were a failure; when 
sequelae did occur the same individual pattern was 
followed if the penicillin was repeated. 

Eight patients suffering from physiological amenor- 
thoea of 2 to 6 months’ duration without demonstrable 
cause menstruated after treatment with penicillin. Two 
menopausal patients who had suffered from amenorrhoea 
for 3 and 9 months respectively experienced some tem- 
porary uterine bleeding. Of 32 pregnant patients, 
20 receiving 2,400,000 units and 12 only 300,000 units or 
less, 12 experienced uterine cramps and 3 had bleeding 
in addition. The cramps usually occurred on the first 
day and labour ensued in 5 patients. Three of these were 
between the seventh and ninth month of gestation; in 
2 the foetus was dead. The remaining 2 labours took 
place at term. Of 16 patients treated in the puerperium, 
12 with large and 4 with small amounts of penicillin, 
4 had increased and 8 diminished lochial discharge 
while under treatment. Lactation diminished in 9 and 
ceased in 3. 

It is suggested that these effects are due to impurities 
in the penicillin. With more recent batches of penicillin 
they have diminished in frequency despite increased 
dosage. In 2 patients treated recently with pure penicillin 
there were no such sequelae. R. R. Willcox 


SYPHILIS 


1673. Dichlorophenarsine Hydrochloride in the Treat- 
ment of Syphilis : 
H. BEERMAN and V.S. WAMMOCK. American Journal of 
Syphilis, Gonorrhea, and Venereal Diseases [Amer. J. 
Syph.| 31, 150-162, March, 1947. 1 fig., 29 refs. 


Dichlorophenarsine hydrochloride is an almost colour- 
less powder first described by the Germans in 1914. It 
is readily soluble in water, being converted into the 
arsenoxide and forming a yellowish solution which 
darkens on oxidation. The maximum standard dose is 
0-068 g. for the male and 0-045 g. for the female. Early - 
trials showed it to be ineffective in human syphilis, but 
success has since been obtained with buffered solutions 
and it is manufactured commercially as “ chlorarsen ”’. 

In the present study 521 patients received from one to 
forty injections each (total 8,575) of a preparation of 
dichlorophenarsine hydrochloride buffered with four 
parts of sodium ascorbate. Sixty-two had primary, - 
116 secondary, and 343 later forms of syphilis. Three 
treatment schedules were used. To 310 patients the 
routine treatment was given; this consisted of continuous 
alternating courses of weekly injections of 0-03 to 
0-068 g. of the drug combined with 0-26 g. of bismuth 
subsalicylate to a total of thirty arsenical and sixty 
bismuth injections. The doses and the duration of 
treatment in this schedule were increased. by about one- 
quarter for the later forms of syphilis. The so-called 
26-week Army course was used for 189 patients and the 
Eagle and Hogan 12-week modified intensive course was 
employed for 22 patients. 

Spirochaetes disappeared as quickly, healing of lesions 
was as Satisfactory, and serological reversal was as rapid 
as with “ mapharsen’’. There were only 3 cases of 
serological relapse and no case.of infectious relapse was 
encountered. The total absence of the latter is attri- 
buted to the incomplete follow-up, information on 206 
of the 521 patients being for periods under 6 months. 

Seventy-one patients (13-6%) had mild reactions. Of 
these, 52 had nausea and vomiting, 2 nausea and diar- 
rhoea, 1 chills and abdominal pain, 1 abdominal pain 
alone, 2 dizziness, 4 headache, 2 chills and fever, and 1 
each pain in the back, rash, and nitritoid crisis. [The 
other 4 are not listed.] Three had Herxheimer reactions. 
Thirty-eight patients were later given the drug without 
adjuvants and there was no reaction; 6 more received 
the drug with benzocaine lozenges and 8 with atropine 
_before injection; there were no reactions. While 
some patients intolerant of the drug subsequently 
received neoarsphenamine without reaction, 11 patients 
previously showing reactions to neoarsphenamine 
tolerated dichlorophenarsine hydrochloride. It is con- 
cluded that the drug is a safe, effective arsenical suitable 
for use instead of mapharsen. R. R. Willcox 
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1674. Reactions to Twenty-day Intensive Therapy with 
Mapharsen and Bismuth for Syphilis with a Note-on the 
Use of Bal in their Management 

F. E. Cormia and S. G. BLAUNER. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.] 31, 135-149, March, 1947. 5 figs., 2 refs. 


A total of 500 patients, of whom 185 had serum- 
negative and 164 serum-positive primary syphilis, 89 
secondary syphilis, 60 latent syphilis, and 2 asympto- 
matic neurosyphilis, were treated by the 20-day intensive 
schedule with 1 mg. “* mapharsen ”’ per kilo body weight 
daily (maximum daily 75 mg.) and 0-2 g. of bismuth 
subsalicylate every 3 days to a total of eight injections. 

In the first 300 patients the blood count was taken and 
the non-protein nitrogen was estimated on admission and 
weekly thereafter. White-cell counts were taken in the 
middle of each week; the icterus index was determined, 
the urine examined, and the Rumpel-Leede tourniquet 
test performed every 3 days. Temperature records gave 
the most valuable evidence of toxicity. In the remainder 
of the patients the number of white cells and the non- 
protein nitrogen were estimated on admission and on 
discharge, and the icterus index was determined and the 
urine examined weekly. 

Treatment of 476 patients was complete and of 24 
incomplete. Of these last, 7 had cerebral irritation, 6 
jaundice, 3 toxic erythema, 3 agranulocytosis, 2 severe 
fever, 2 haemorrhagic encephalitis, and 1 persistent 
albuminuria. Reactions in 190 (37-6%) were sufficiently 
severe to cause modification of the schedule; of these 
patients, 125 had fever, 33 toxic erythema, 14 cerebral 
irritation, 6 jaundice, 3 agranulocytosis, and 2 haemor- 
rhagic encephalitis. The majority of reactions appeared 
before the tenth day, were more often seen in primary 
syphilis, and appeared unrelated to previous Herxheimer 
reactions. 

When treatment was resumed smaller doses of from 
one-fifth to one-half the previous dose, increasing to the 
maximum in from 2 to 5 days, were given in the mild 
cases; more severe cases received 1/100 of the dose, 
increasing to the maximum in 7 days. On resumption 
there was increased liability to beth toxic erythema and 
fever. A previous attack of fever had occurred in the 
cases of jaundice and agranulocytosis, and though such 
an event was exceptional in those patients showing 
cerebral irritation and encephalitis, fever was usually 
noted as a prodromal or concurrent sign. Seventeen 
patients—4 with fever, 3 with toxic erythema, 8 with 
cerebral irritation, and 2 with agranulocytosis—received 
2,3-dimercaptopropanol (BAL) by _ injection with 
apparently good results. One patient with haemorrhagic 
encephalitis was given this drug by inunction with no 
demonstrable benefit. 

The late onset of stomatitis probably prevented many 
cases with complications due to bismuth from being seen, 
but 5 severe cases were noted. There were also 2 instances 
of bismuth dermatitis, 5 of bismuth arthralgia, and 3 of 
bismuth “ grippe’’. Four patients had albuminuria at 
the start, and in 2 of these bismuth was discontinued as 
this was increasing. In no case did albuminuria arise 
de novo during the course. R. R. Willcox 


DISEASES 


1675. Penicillin in the Treatment of Neurosyphilis, 
IV. Cerebrospinal Fluid Changes in Cases of Sympto- 
matic Neurosyphilis 

F. W. ReyNnotps. Annals of Internal Medicine [Ann, 
intern. Med.) 26, 393-404, March, 1947. 5 figs., 6 refs. 


For the purposes of this study 149 cases of all types 
of neurosyphilis were considered together, without any 
attempt to group separatély the several forms. Penicillin 
was given intramuscularly to all cases in doses of 40,000 
to 50,000 units 3-hourly, the total dosage ranging from 
2,000,000 to 10,000,000 units. Malarial therapy was 
given in addition to 38 of the cases. 

A favourable, prompt, and well-sustained effect was 
shown by the changes in the cell count and total protein 
in the cerebrospinal fluid (C.S.F.). Only 9% of cases 
still had signs of activity as judged by cell and protein 
content of the C.S.F. 6 months after treatment started. 
In all cases the colloidal gold curve showed permanent 
improvement though the response was not so prompt or 
complete. The Wassermann reaction in the C.S.F. was 
lowered in titre, the effect being produced gradually 
but being well sustained. In only 10% did the W.R. 
failto respond. The degree and rapidity of improvement 
in the spinal fluid could not be definitely correlated with 
the dosage of penicillin, the duration of the symptoms, 
or the extent of abnormality in the spinal fluid. There 
was some evidence that the colloidal gold curve and W.R. 
were more favourably affected if malarial treatment was 
given concurrently. A. M. Stewart-Wallace 


1676. Six to Twelve Month Follow-up Results in Early 
Syphilis Treated by a Twenty-day Intensive Arseno- 
bismuth System 

D. M. Pittssury and A. B. LOvEMAN. American 
Journal of Syphilis, Gonorrhea and Venereal Diseases 
[Amer. J. Syph.] 31, 115-123, March, 1947. 12 refs. 


The results are reported of a follow-up lasting 6 months 
of 982 male patients treated for early syphilis by the 
** 20-day ”’ arsenic and bismuth regime (arsenoxide 20 mg. 
per kilo body weight, divided into 20 daily doses, 
with 8 injections, each of 0-2 g., of bismuth salicylate). 
Though the doses were toxic there were no deaths, and 
of the first 775 patients 96-3% completed the course. 
Two facts are outstanding—serious reactions rarely 
occur during the first 5 days, and when they do occur 
they are almost invariably ushered in by fever. Of the 
982 patients observed for 6 months those with serum- 
negative primary syphilis gave 98-68% of negative serum 
reactions, those with serum-positive primary syphilis 
95-1%, those with secondary syphilis 92-68% and those 
with latent syphilis 76-32%; at 12 months in 258 cases 
the respective percentages for the first three groups were 
97-56, 93-4, and 95-45. Approximately twice as many 
unsatisfactory results were noted after 12 months as 
after 6 [a point of some importance as regards ultimate 
prognosis]. Serological relapses, excluding the latent 
cases, were commonest in the secondary group at 6 
months (2-44%), but in the serum-positive primary 
group at 12 months (5-66%). The cerebrospinal fluid 
of 785 patients was examined 6 or more months after 
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treatment, and 6 (0-76%) were found positive. It is 
concluded that though the results are satisfactory this 
method of treatment is unjustifiable when penicillin is 
available. T. E. Osmond 


1677. Transmission of Experimental Syphilis from 
Mouse to Mouse—Absence of Spirochaeta pallida and 
of Pathologic Changes in Presence of Successful Inoculation 
U. J. Wire. American Journal of Syphilis, Gonorrhea 


’ and Venereal Diseases [Amer. J. Syph.] 31, 109-114, 


March, 1947. 20 refs. 


The testicles of rabbits infected with the Nichols 
strain of Treponema pallidum were ground up and 
injected into the brain and peritoneal cavity of mice; 
brain and organ emulsions of the mice infected a rabbit 
after 60 days. After a second, third, and fourth mouse 
passage the organs but not the brains were found to be 
infective; a fifth passage was attempted, but the rabbit 
showed no clinical evidence of syphilis though it developed 
a Kahn reaction of 80 units and proved resistant to 
jnoculation ata later date. The intervals of time between 
inoculation of the rabbits with mouse material and the 
development of syphilitic lesions were 27, 58, 48, and 
81 days respectively, suggesting that the spirochaetes 
tended to diminish in virulence with successive transfers. 
In none of the mouse organs could spirochaetes be 
demonstrated by dark-ground examination, staining 
with haematoxylin-eosin, or the Warthin-Starry silver 
impregnation method. This suggests that the spiro- 
chaetes in the mice had assumed an infra-visible or 
granular form. It is interesting to note that the organs 
(spleens and gonads) of the mice were capable of carrying 
the infection much longer than the brains. 

T. E. Osmond 


1678. The Clinical, Radiologic, and Pathologic Aspects 
of Late Pulmonary Syphilis—Effects of Penicillin Therapy 
G. V. KULCHAR and F. WINDHOLZ. American Journal of 
Syphilis, Gonorrhea, and Venereal Diseases [Amer. J. 
Syph.] 31, 166-180, March, 1947. 6 figs., 30 refs. 


Four cases are described of the extremely rare late 
pulmonary manifestations of syphilis, 1 of which was 
treated successfully with penicillin. Necropsy figures as 


- to incidence have varied from 1 in 3,000 to 12 in 1,500. 


It is suggested that late pulmonary syphilis may be more 
common than is realized. Recorded cases have shown it 
to be nearly twice as common in males as females and to 
have an age incidence between 2 and 98 years. The 
majority of cases were diagnosed 5 or more years after 
infection (10 to 11 years was not uncommon). It is 
not infrequently associated with cardiovascular syphilis, 
and some workers have suggested that the pulmonary 
process is an extension of earlier disease in the 
mediastinum. 

The disease may be asymptomatic or appear as a 
chronic chest lesion with chronic cough and sputum, 
sometimes blood stained, associated with dyspnoea, loss 
of weight, and sometimes night sweats, chest pain, and 
even severe haemoptysis. Before syphilis of the lung 
can be diagnosed the commoner pulmonary lesions of 


pneumonia, neoplasm, fungus infections, and tuberculosis 
must be excluded, and a history of previous syphilis 
(if possible) and a positive serological reaction obtained. 
The lesion should show clinical and radiological improve- 
ment with antisyphilitic treatment. The disease may 
occur as an acute syphilitic bronchopneumonia, a chronic 
interstitial syphilitic pneumonia, a syphilitic bronchi- 
ectasis, Or a gumma. From the clinical standpoint no 
differentiation of these types is possible. The radiological 
appearances are not specific, though rounded shadows 
like tumour masses are sometimes seen in the lower lung 
fields and, if interstitial fibrosis predominates, radiating 
parenchymal markings are observed in the hilar region. 
The condition sHould be considered whenever bizarre 
lung films are seen. It is very rare for Treponema palli- 
dum to be recovered from the lesions. 

In the first case described here, a white man aged 73 
had had a penile sore at the age of 21. He was admitted 
to hospital with syphilitic aortitis, and radiographs 
showed involvement of the right lower lung field. 
Photomicrographs and a photograph of the post-mortem 
specimen ate reproduced. The second patient, a woman 
aged 56 with a gumma of the neck, had no symptoms 
but a hilar shadow which disappeared after antisyphilitic 
treatment. In the third case, that of a man of 33 years, 
a hilar shadow was also seen in the radiograph. Treat- 
ment was purposely withheld for 3 months, no change 
being observed; the lesion subsequently resolved under 
treatment. There was a strongly positive serological 
reaction in the fourth patient, a man of 29, associated 
with periostitis of the left femur and the first left meta- 
carpal bone; a skiagram showed a sharply outlined 
rounded density 1 in. (2-5 cm.) in diameter in the sub- 
pleural region of the left lower lobe. After 2,400,000 
units of penicillin had been administered (40,000 units 
every 3 hours for 74 days) the radiological findings 
became almost normal within a month and remained so 
5 months later. R. R. Willcox 


1679. The Evolution of Syphilis after Small Doses of 
Penicillin: A Critical Survey 

E. CRONIN. British Journal of Venereal Diseases (Brit. 
J. vener. Dis.| 23, 15-19, March, 1947. 21 refs. 


The important question is considered of the possible 
masking of an incubating syphilitic infection by small 
doses of penicillin given for gonorrhoea or other medical 
and surgical conditions. Various authors have suggested 
that serological tests should be performed for periods up 
to 2 years after 100,000 units of penicillin has been given 
for gonorrhoea. The opinion in Britain is that 6 months 
is adequate; U.S. observers consider 4 months adequate. 

The author, who previously reported 10 cases, now 
records a further 19 cases in which the patients developed 
syphilis after administration of 60,000 to 200,000 units 
of penicillin for gonorrhoea; 17 had primary and 2 had 
secondary syphilis. In 18 the interval was 15 to 82 days; 
in 1 instance syphilis developed after 3 months (secondary 
stage after 152 days). A further 10 cases, collected from 
the literature, showed incubation periods up to 92 days. 
In 10 other previously reported cases in which genital 
lesions , were present at the time of the penicillin 
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administration for gonorrhoea recrudescence of syphilis 
always took place within 3 months. 

Though the incubation period was very variable, it 
was often 4 to 6 weeks. It is therefore suggested that 
any spirochaetes left alive after the initial dose of penicil- 
lin behave in the manner of a fresh inoculum at that time. 
Penicillin in amounts up to 150,000 units does not delay 
the onset of syphilis beyond 3 months; much psycho- 
logical suffering is wrought by prolonging the period of 
observation beyond that time. A longer period may be 
required if larger doses have been given. 

[As the present dose of penicillin for gonorrhoea is 
now generally 250,000 to 300,000 units, only observation 
of patients for a longer time will settle this point.] 

R. R. Willcox 


1680. False Positive Tests for Syphilis. A Study of 
their Incidence in Sporozoite-induced Vivax Malaria 

C. R. Rein and J. F. Kent. Journal of the American 
Medical Association [J. Amer. med. Ass.] 133, 1001- 
1003, April 5, 1947. 1 fig., 4 refs. 


Ninety male volunteers with no evidence of syphilis 
were inoculated by mosquito bite with sporozoites of 
vivax malaria. Specimens of serum were obtained from 
each patient before inoculation, at daily intervals during 
attacks, two or three times weekly after attacks, and at 
minimal weekly intervals for a total period of 18 months. 
The specimens collected were subjected to several tests 
for syphilis, including the standard Kahn test, the Hinton 
flocculation test, the Kline diagnostic and the Kline 
exclusion tests, the Mazzini and the Boerner-Jones- 
Lukens micro-flocculation tests, and a newly developed 
micro-flocculation test with a cardiolipin antigen (Rein 


and Bossak); 44,958 tests were carried out on a total of 


7,493 sera. 

Of the 90 patients 57% developed false-positive reac- 
tions with one or more tests, but the Hinton test gave 
only doubtful reactions over a 2-day period, and Rein 
and Bossak’s test remained negative throughout. The 
standard Kahn and Kline exclusion tests gave the 
strongest non-specific reactions. Most of the sera were 
subjected to several complement-fixation tests including 
the Kolmer-Wassermann. About the same number of 
false-positive reactions were obtained as with the more 
usual flocculation tests. G. L. M. McElligott 


1681. Universal Serologic Reactivity with Lipid Antigens. 
Basis for ‘* False Positives ” 
R. L. KAHN. American Journal of Public Health and 
the Nation’s Health [Amer. J. publ. Hith| 37, 283-292, 
March, 1947. 1 fig., 2 refs. 


Lipid antigens which are highly specific for syphilis 


may be so employed as to give nearly 100% of positive 
reactions in non-syphilitic persons. These “ universal 
reactions ” are best shown in variations of precipitation 
technique, but can also be elicited with complement- 
fixation tests. 

By employing 10 negative and presumably non- 
syphilitic sera, deviating from the standard Kahn tech- 
nique by using 0-3% instead of 0-9% sodium chloride 
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as a diluent, and reading the tests after 24-hours’ incuba- 
tion in an icebox instead of immediately, the author 
obtained nine positive results. The tenth serum became 
positive when a sensitized antigen was employed. When 
cardiolipin and Kahn antigens were used at 1° C. without 
shaking all sera showed some precipitation, which dis. 
appeared on agitation. By omitting the diluent ang. 
employing Kolmer antigen, the author obtained some 
precipitation in all 10 sera. A characteristic of these 
“universal reactions” was that the precipitates could 
be dispersed by strong sodium-chloride concentrations: 
as little as 0-1 ml. of 5% solution removed them in a 
few minutes. 

These reactions, favoured by cold and low chloride 
concentration, are thus induced under conditions similar 
to those employed in the Kahn verification test as an aid 
in the detection of false-positive reactions. The be- 
haviour of serum which had given a false-positive reaction 
was therefore studied and contrasted with that of sera 
shown to be negative and positive to the standard tech- 
nique, all of which also showed “* universal reactions”, 
The sera were serially diluted with water and with sodium. . 
chloride concentrations of from 0-3 to 0-9%, mixed with 
Kahn antigen suspension in the ratio of 6 : 1, shaken for 
3 minutes, and diluted with the same sodium-chloride 
concentrations as had been used in making the serial 
dilutions of the serum. The results were then read 
without incubation of the mixtures and after 4 and 24 
hours’ incubation in the icebox. The universal reactions 
were most evident after incubation, while without it 
the false-positive serum showed the most marked 
reactions when serially diluted with water and least 
reactivity when diluted with 0-9% saline. The negative 
serum did not show the tendency to reach the 0-9% 
saline level, but the positive serum reacted most in this 
tube and very little in the water column. After incuba- 
tion of the mixtures at low temperatures, “ universal 
reactions” only were seen. It is therefore suggested 
that false-positive reactions are really highly potent 
“universal reactions” which have _ passed _ the 
serodiagnostic threshold. R. R. Willcox 


1682. The Weltmann Serum Coagulation Reaction in 
Syphilis 

J.L.CALLAWaAy. American Journal of Syphilis, Gonorrhea 
and Venereal Diseases [Amer. J. Syph.] 31, 216-220, 


March, 1947. 11 refs. 


The Weltmann serum coagulation reaction is a non- 
specific empirical test, comparable with the erythrocyte 
sedimentation rate, giving consistent values in the healthy 
and a definite range of deviation in certain pathological 
states such as acute infections. It is apparently un- 
affected by dehydration, acidosis, alkalosis, anaemia, or 
allergic states, and, while it bears no relation to the 
albumin-globulin ratio, there is a lower reading when the 
a-globulin level is high and vice versa. 

The test is performed by mixing in 10 tubes 0-05 ml. 
of the blood serum to be tested with 2-5 ml. of serial 
dilutions of from 0-1 to 0-01 ml. of 10% calcium chloride 
solution. The tubes are placed in a boiling water bath 
for 15 minutes before the number of tubes in which 
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coagulation has occurred is ascertained. The normal 
is 6, and a shift to the left is said to have occurred if 
less, and to the right if more, are involved. Generally 
speaking inflammations and infections cause a shift to 
the left and fibrosis and degenerations to the right. 

The serum of 610 syphilitic persons was examined; 
132 had primary, 148 secondary, 162 latent, 34 congenital, 
and 21 cardiovascular syphilis, while 113 had neuro- 
syphilis. The average readings for all groups but two 
were in the range 7 to 7-4; the reading for neuro- 
syphilis was 6-3 and for prenatal syphilis 5-7. Of 
patients with early syphilis 32 showed no appreciable 
change in the reaction after treatment for 6 months with 
arsenic and bismuth, as did 18 of the cases of neuro- 
syphilis treated with fever and 40 given penicillin. It is 
concluded that while a slight shift to the right can be 
observed in all forms of syphilis except congenital the 
reaction is non-specific. R. R. Willcox 


1683. The Treatment of Early Syphilis by the Twenty- 
six-week Mapharsen-Bismuth Schedule 

T. H. STERNBERG and W. LeIrer. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.] 31, 124-134, March, 1947. 22 refs. 


The “* 26-week ”’ schedule for the treatment of early 
syphilis was adopted in the American Army early in 
1942; it consisted of 40 injections of ‘* mapharsen ”’ 
(total 2-4 g.) and 16 injections of bismuth (total 3-2 g.) 
over a period of 26 weeks. The present article analyses 
the results in 3,000 patients, of whom 1,330 were in the 
serum-negative primary, 1,207 in the serum-positive 
primary, and 463 in the secondary stage. Toxic reactions 
occurred in 63 patients and were mostly gastro-intestinal 
or pyrexial; there were no deaths and in only 2 cases, 
1 of jaundice and 1 of dermatitis, was it necessary to 
abandon arsenical therapy. It is estimated that the 
expected mortality rate from this treatment is about 1 in 
33,000 cases. Patients were kept under observation for 
periods varying up to 3 years, the majority for 12 to 
18 months. Serum-negative primary cases showed 
98-25% satisfactory’ results; serum-positive primary 
94-48°,, and secondary 84-34%. In the whole series 
only 18 (0-64%) showed pathological changes in the 
cerebrospinal fluid; of these 4 were in group I, 4 in 
group II, and 10 in group III. Of these tests 91-1% were 
carried out during the first 24 months of observation. 
It is emphasized that these results do not represent the 
cure rate; with longer observations there might have 
been more relapses, though, on the other hand, many 
persistently positive sera might have reverted to negative. 

T. E. Osmond 
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1684. Local Penicillin in Lymphogranuloma Inguinale 
G. O. Mayne and A. D. Bain. British Journal of 
Venereal Diseases {Brit. J. vener. Dis.] 23, 40, March, 
1947. 1 ref. 


A brief report is given of a case of lymphogranuloma 
venereum in a European male, aged 30, admitted to a 


West African hospital with a typical bubo of 1 week’s 
duration. Treatment began with administration of 
sulphanilamide, 5 g. daily for 5 days, and 2 ml. of 
“anthiomaline ” intramuscularly on alternate days. 
The glands became fluctuant and were aspirated on the 
eleventh and twelfth days; on the seventeenth day the 
overlying skin broke down, leaving an abscess cavity with 
an undermined edge. In spite of local treatment with 
acriflavine, eusol, sulphanilamide powder, brilliant green, 
magnesium sulphate, mercury perchloride, and ultra- 
violet light, a course of “* sulphamezathine ” 5 g. daily 
for 5 days, and 14 injections of anthiomaline, there was 
no improvement after 68 days in hospital. A culture 
of the pus from the sinus grew Staphylococcus aureus, and 
a penicillin solution containing 1,000 units per ml. was 
applied locally by means of a pipette. Improvement was 
dramatic; the lesions were almost healed by the eighty- 
second day and the patient was discharged from hospital 
by the eighty-fifth. 

The authors also had satisfactory results in 2 other 
European patients with this disease by injecting penicillin 
solution into the abscess cavity-after aspiration. 

[The abstracter, who worked in the same West 
African Hospital, can testify that application of penicillin 
cream was a useful method of local treatment in the 
broken-down type of lesion such as that described.] 

R. R. Willcox 


1685. Streptomycin in the Therapy of Granuloma 
Inguinale 

R. B. GREENBLATT, H. S. KUPPERMAN, and R. B. DIENsT. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 64, 389-390, 
April, 1947. 


Antimonial preparations are well established in the 
treatment of granuloma inguinale, but the lesions may 
recur even if local therapy is also employed. Penicillin 
seems to be of little value. Streptomycin has proved so 
effective in the treatment of 23 cases that the authors 
consider that a preliminary report is justified. The 
condition was diagnosed by the finding of Donovan bodies, 
either in smears or in biopsy sections. No other drug 
was used. Doses ranged from 0-3 g. to 1 g. daily; 
treatment was given every 4 hours and lasted for from 
6 to 46 days. Healing was usually centripetal, and 
Donovan bodies could not be demonstrated in smears 
taken from 5 to 9 days after treatment started; the moist 
ulcerated areas around the scrotum took longest to 
heal, but were ultimately covered by scar tissue. 

Toxic reactions occurred in 2 patients after 10 days’ 
treatment. One developed a maculo-papular rash on the 
limbs and lower jaw, with a fine vesicular eruption and 
oedema of the lips; none of the lesions responded to 
“ benadryl” (100 mg. daily). The other patient com- 
plained of a mild burning of the conjunctiva, which did 
not reappear when the drug was renewed after a short 
pause. 

Relapses may occur, even when as much as 28 g. has 
been given. In spite of this, streptomycin is undoubtedly 
the most effective agent known to-day for treating 
granuloma inguinale. T. E. C. Early 
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1686. Presence of Streptococcus-O-Agglutinins in Serum 
from Cases of Chronic and Acute Nephritis. (Om 
férekomsten av streptokokk-O-agglutininer i serum fran 
fall av kronisk och akut nefrit) 

K. E. and K. BERGLUND. Nordisk Medicin 
[Nord. Med.| 34, 889-892, April 11, 1947. 3 figs., 
16 refs. 


The occurrence of streptococcal anti-O agglutinins in 
the sera of cases of acute and chronic nephritis was 
investigated with an antigen prepared as follows. Two 
strains belonging to Lancefield’s group A were grown for 
18 hours in placenta broth, washed, autoclaved for 2 hours 
at 120° C., and suspended in phosphate buffer at pH 7°8. 
Sera were tested in dilutions of 1 in 20 to 1 in 320; the 
tubes were incubated for 2 hours at 52°C., left in a 
refrigerator overnight, and read next day. 

Serum specimens were examined from 34 cases of 
chronic nephritis, the ages of the patients ranging from 
20 to 51 years. In 16 cases the disease had originated 
from acute nephritis; and the average duration of disease 
was 8-5 years (limits 1-5 to 26 years); in the remainder 
there was no history of acute nephritis, and the average 
duration of disease was 6-2 years (4 months to 15 years). 
In 22 cases the disease was latent and in 12 cases active, 
with raised blood pressure and progressive impairment 
of renal function. A series of 117 control sera was 
examined from patients with other unrelated diseases; 
114 showed an agglutination titre of 1 in 20 or less, and 
this was taken as the normal limit. Of the 24 sera from 
cases of nephritis 20 were negative (5-3°%); the remainder 
were positive, showing agglutination at a titre of 1 in 40 
to 1 in 320. Six cases of acute nephritis were also 
investigated. Three sera showed a titre of 1 in 80 and 
One a titre of 1 in 320 within the first 3 months of the 
disease. Two showed a titre of 1 in 320 after 6 to 9 
months, implying that a latent period is necessary before 
the maximum agglutinating titre develops. 

D. J. Bauer 


1687. Pyrexia with Hypernephroma. Report of Two 
Cases 

C. H. Catiin, E. W. Bintciirre, and F. G. MARSON. 
Lancet [Lancet] 2, 170-171, Aug. 2, 1947. 1 fig. 


Two patients complained of low backache and general 
malaise, with pyrexia and loss of weight, associated with 
cough in the first case and with iliac crest tenderness in 
the second. The diagnosis of hypernephroma was 
made with difficulty in both instances—by the later 
development of localizing symptoms in the first and by 
radiological evidence of secondary deposits in bone in 
the second. In the first case it was interesting to note 
that the fever subsided after the cancerous kidney was 
removed. The authors conclude: “In pyrexia of 
uncertain origin hypernephroma should be considered 
as a possible cause ”’. G. I. C. Ingram 


1688. Lower Nephron Nephrosis 
J. W. HARMAN. Irish Journal of Medical Science Irish 
J. med. Sci.| 480-486, July, 1947. 24 refs. 


In 1,065 fatal battle casualties examined pathologically 
by Angevine and Harman there were 152 cases (14-2%) 
of “lower nephron syndrome’’. This is a histological 
diagnosis identical with “* pigment nephrosis ”’ or “ crush 
syndrome kidney ’’. These cases have been included in 
the recent survey by Lucké (Mil. Surg., 1946, 99, 371) of 
583 cases in this category examined histologically (see 
Abstracts of World Medicine, 1947, 1, 652). These 
152 cases are grouped according to the exciting cause 
and whether the “ lower nephron syndrome ”’ played a 
part in, or merely coincided with, the death of the 
patient. Judgment on the latter point depended on a 
clinical history of oliguria, uraemia, and death “* within 
9 to 14 days of onset ’’, and on the presence histologically 
of numerous pigment casts in the distal convoluted and 
collecting tubules with degenerative changes therein and 
oedema and infiltration of the interstitial tissue. 


Signi- Inci- 

Cause (exciting) ficant | dental | Total 
Vascular damage we a 21 11 32 
Muscle trauma 18 34 52 
Crush .. 4 0 4 
Transfusion, mismatched .. 13 1 14 
Haemorrhage .. = 3 1 4 
Burns .. ow (ws any 7 10 17 
Gas gangrene .. ae 2 5 7 
Shock .. a4 2 20 22 

70 8 | 152 
(65%) | (7-7%) | (142%) 


It will be seen from the table that the majority of the 
significant cases were associated with muscle damage, 
either direct or indirect through vascular lesions. There 
was no evidence that the condition was made worse by 
the use of sulphonamides. The occurrence of this 
picture in “ uncomplicated shock’’ was thought to 
indicate that the latter factor may have a bearing on the 
pathogenesis of the condition. 

[No details of clinical or pathological data are given 
except for one illustrative case history. The reader is 
left to surmise what ‘* uncomplicated shock ’’ may be.] 

E. G. L. Bywaters 


1689. Treatment of Acute Renal Insufficiency with 
Peritoneal Lavage 

H. M. Ope and D. O. Ferris. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 22, 
305-313, Aug. 6, 1947. 4 figs., 15 refs. 
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1690. Symptomatology and Prognosis of Lipoid 
Nephrosis. [In English] 

H. Laake. Acta Medica Scandinavica [Acta med. 
scand.] 127, 91-106, March 22, 1947. 2 figs., 51 refs. 


In the period 1927-45, 16 patients (9 males and 7 
females) were seen at the Rigshospital, Oslo, who, on 
their first admission, presented the picture of lipid 
nephrosis. All were over 10 years of age, 11 being under 
29, Thirteen were studied for periods from 2 to 20 years. 
Two patients were symptom-free after 5 and 15 years; 
6 have constant proteinuria after 2 to 20 years, and of 
these, 3 have recurrent attacks of oedema. Five are dead, 
4 from chronic glomerulonephritis and 1 from cardiac 
infarction with mimimal glomerular changes. The 
author concludes that “lipoid nephrosis ”’ is a chronic 
nephritis of Ellis’s type II, and that it is not justifiable 
to regard it as a separate clinical or pathological entity. 


A review of the literature supports him in this hypothesis. - 


G. Discombe 


1691. Radiological Appearances of the Thorax in Acute 
Glomerular Nephritis. A Contribution to the Study of the 
so-called Azotaemic Lung. (Aspectos radiolégicos del 
torax en la glomérulonefritis aguda. Contribucioén al 
estudio del llamado pulmén azotémico ”’) 

J. ALvAYAY and E. Zarate. Revista Médica de Chile 
[Rev. méd. Chile] 75, 162-176, March, 1947. 24 figs., 
9 refs. 


This article deals with the radiological appearances of 
the lung in acute glomerulonephritis. It consists mainly 
in the description of the teleradiographic appearances in 
8 patients subjected to investigation, especially from the 
point of view of the dynamics of the pulmonary 
circulation. 

The authors stress the paucity of the literature on the 
subject, but quote at length the views of Roessler. 
According to the latter there are 2 types of pulmonary 
congestion: (1) essentially “‘ chronic, passive, hyper- 
tensive, with diffuse filling of the pulmonary vessels, and 
perivascular and interstitial reaction’’, this condition 
being found in chronic mitral disease; (2) a rarer type 
characterized by congestion which is “ active, hyper- 
tensive, with subacute oedematous exudate, hilar in 
distribution ’’. It is essentially related to failure of the 
left ventricle, chronic cardio-renal disease being the 
usual aetiological agent. The shadows are chiefly hilar 
and around the roots of the lower lobe, cloudy in 
character, and fairly symmetrical, the rest of the lung 
remaining relatively clear. This picture is not due to 
dilatation of the pulmonary branches but to an 
oedematous exudate in the substance of the lung. It can 
be mimicked either by inflammatory lesions or by 
periarteritis nodosa [the authors do not state, however, 
that in periarteritis nodosa 64% of patients may suffer 
from hypertension due to nephritis, possibly with left 
ventricular failure]. 

The authors also emphasize that this radiological 
picture (also called ‘‘ azotaemic lung” by others) is not 
brought about by urea retention; the lungs remain clear 

so long as there is no heart failure. All their patients 
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showing this so-called azotaemic lung had an enlarged 
heart. The shadows disappear with improvement in 
the clinical picture. Another radiological feature, 
especially in children, is the engorgement of the azygos 
vein shown as a right “ paratracheal shadow’. This 
may be due either to heart failure or to an increased blood 
volume. 
[There is little doubt that the radiological picture the 
authors describe is that, of pulmonary oedema due to 
failure of the left ventricle from any cause. The blood 
urea may or may not be raised. The term “ azotaemic 
lung ”’ is therefore undesirable.] Paul B. Woolley 


1692. Peritoneal Irrigation for Uremia Following In- 
compatible Blood Transfusion. Report of a Case 

E. E. MutrHeap, A. B. SMALL, and R. B. McBrIDE. 
Archives of Surgery [Arch. Surg., Chicago] 54, 374-381, 
April, 1947. 2 figs., 6 refs. . 


In the case here described uraemia developed after an 
incompatible blood transfusion. By the sixteenth day 
the blood urea had progressively risen to 310 mg. per 
100 ml. and the blood chloride had fallen to 360 mg. per 
100 ml. Prognosis was now considered so poor as to 
make peritoneal irrigation justifiable. Fluid was intro- 
duced through an 18 F rubber catheter in the left upper 
quadrant, and withdrawn by a sump type drain (with 
syphon suction) in the right iliac fossa. In 6 days 
108 1. of fluid was given, and 93 |. recovered containing 
86 g. of urea. During this time the urinary output of 
urea was 58 g. in all. After irrigation for 3 days with 
mammalian Tyrode solution and isotonic ‘solution of 
three chlorides, oedema of the tissues became pronounced. 
In order to produce dehydration the irrigating fluid was 
now changed to 5% dextrose in distilled water. This 
brought about a diuresis amounting to 4,375 ml. in 
24 hours. Irrigation was continued with salt solutions, 
but the patient became dehydrated with signs of peri- 
pheral circulatory failure. The latter was successfully 
overcome by intravenous infusion of 1 litre each of plasma, 
0-16 M sodium lactate, and 5°% dextrose with 45 g. of 
amino-acids, plus 500 ml. of whole blood. A further 
complication during the fifth day was a mild peritonitis, 
due to a Gram-negative bacillus, which was controlled by 
streptomycin therapy. During the last day of irrigation 
and for several further days there was a sustained diuresis. 
The patient made a rapid clinical recovery and the wounds 
healed promptly, but on his discharge on the thirty- 


_ eighth day the urea clearance was still only 53% of normal. 


Apart from the fact of recovery in what was apparently 
a desperate case, the most interesting features were the 
generalized oedema after the use of Tyrode’s solution, 
which the authors consider is best explained by absorp- 
tion by the peritoneal surfaces, and the prompt reversal 


- to a state of dehydration, with outstanding clinical 


improvement, after the change to dextrose. ee 
A. S. Bullough 


1693. Hemoglobinuric Nephrosis in Traumatic Shock 

T. B. MALLory. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 17, 427-443, June, 1947. 12 figs., 
20 refs. 


Locomotor Disorders 


1694. The Treatment of Rheumatoid and Infective 
Arthritis by the Sulphonamides, with Special Reference to 
** Proseptasine ’’, Sulphadiazine and Sulphaguanidine 

L. J. A. Parr and E. A. SHipton. Medical Journal of 
Australia [Med. J. Aust.| 1, 323-332, March 15, 1947. 
33 refs. 


Small doses of sulphonamide drugs were given over 
a long period of time to patients with rheumatoid 
arthritis. The drug chiefly used was “ proseptasine ” 
(benzyl-sulphanilamide), but sulphaguanidine and sulpha- 
diazine were given in certain instances. The dosage 
was 0-5 g. three times a day, and the drug was administered 
for 18 months. If no improvement manifested itself 
in a month one of the other sulphonamides was tried. If 
this was also ineffective, gold and sulphonamides were 
given together. All patients treated also received iron 
and vitamins. 

Seventy cases are discussed. Of the 51 treated with 
sulphonamides alone, 21 were considered cured and 
17 improved. In 19 cases in which both gold and sul- 
phonamides were given, 5 were reported cured and 
10 improved. There was 1 death from panmyelophthisis 
in a patient who received gold and sulphonamides. 
Twelve patients developed a rash, those with small or 
moderate increase in the erythrocyte sedimentation rate 
(E.S.R.) being more likely to develop a rash than those 
whose E.S.R. was high. The criteria of cure appear 
to have been strict—namely, loss of symptoms, gain in 
weight, and return to a normal E.S.R. 

[These results conflict with the usual view that sulphon- 
amides are of little value in the treatment of rheumatoid 
arthritis. The authors suggest that the good results 
obtained were due to the fact that they gave small doses 
over a long period, rather than large doses over a short 
period. It is surprising to note their statement that most 
patients began to improve in the second to fourth week 
after the onset of treatment.] H. A. Burt 


1695. Arthritis in the Mediterranean Theater of Opera- 
tions. II. Clinical Description of Hypertrophic Arthritis, 
Arthraigia and Psychogenic Rheumatism 

C. L. SHort. New England Journal of Medicine [New 
Eng. J. Med.| 236, 429-437, March 20, 1947. 6 refs. 


The author, having discussed rheumatoid arthritis in 
a previous paper, continues his survey of arthritis in the 
Mediterranean area. Hypertrophic arthritis was diag- 
nosed in about 25% of arthritic patients—the same 
percentage as for rheumatoid arthritis. The average 
age of the patient was 41 years and 8 months, 10 years 
higher than in the rheumatoid type. A history of previous 
symptoms was common, the hardships and exposure of 
active service having led to aggravation. The spine and 
lower limbs were mostly involved. Diagnosis was made 
chiefly by radiography. Treatment was symptomatic 


and resulted in 10-6% of the men being returned to duty 
and 27-4% to limited service. 

Under the heading of arthralgia are classified cases of 
pain and stiffness in the joints or supporting structures 
without evidence of true arthritis or neurosis. These 
patients constituted 40% of arthritic persons. The 
differential diagnosis between arthralgia and psychogenic 
rheumatism was always difficult. Only the more acute 
types responded to treatment with rest and physical 
therapy, but 58-6% of the patients were returned to duty, 

Psychogenic rheumatism was diagnosed in 16-5% of 


_ patients with articular complaints, the joints being a 


relatively rare site for psychosomatic manifestations. The 
majority were classified as cases of hysteria or anxiety’ 
state. Treatment was unsatisfactory and only 8% of the 
patients were returned to duty. H. F. Turney 


1696. Arthritis in the Mediterranean Theater of Opera- ~ 


tions. III. Clinical Description of Infectious and Other 
Types of Arthritis 

C. L. SHort. New England Journal of Medicine [New 
Engl. J. Med.| 236, 468-473, March 27, 1947. 28 refs. 


The author continues his review of joint disease in 
the Mediterranean area with an account of the infective 
types. Dysenteric arthritis was uncommon except in 
the region of Oran in the summer of 1943. At the Twelfth 
General Hospital 20 out of 173 cases of dysentery 
developed arthritis and of these 10 also developed 
urethritis or conjunctivitis or both (Reiter’s syndrome). 
The author suggests that the dysentery merely provided 
a portal of entry for the causative agent of Reiter’s 
syndrome, and he even regards the arthritis following 
dysentery as due to a secondary invader. He finds 
support for this view in the fact that neither the arthritis 
nor the urethritis reacts to chemotherapy to which 
dysentery reacts readily. 

Gonococcal arthritis was treated. by sulphathiazole 
combined with intra-articular penicillin. Cases which 
failed to respond to this treatment are regarded as being 
cases of rheumatoid arthritis rather than of true 
gonococcal arthritis. Meningococcal arthritis was found 
to be little affected by sulphonamides or penicillin, but 
all cases recovered. A number of miscellaneous types 
of arthritis are briefly mentioned. H. F. Turney 


1697. X-ray Appearances in Chronic Rheumatism ~- 
G. D. Steven. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.] 6, 1-14 and 27-35, March, 1947. 25 figs. 


1698. Cranio-cleido-dysostosis 
F. L. INGHAM. British Journal of Radiology (Brit. J. 
Radiol.] 20, 332-334, Aug., 1947. 7 figs., 3 refs. 
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1699. Tropical Pyomyositis ‘ 
R. T. Burkitt. Journal of Tropical Medicine and 
Hygiene (J. trop. Med. Hyg.) 50, 71-75, April, 1947. 
13 refs. 


Fifty cases of tropical pyomyositis occurring in Afri- 
cans in Nigeria were compared with 50 controls in a 
search for possible aetiological factors. Thirty per cent. 
of the cases were infected with microfilariae. Of the 
controls 10% were so infected. Ankylostomiasis was 
present in 30% as opposed to 20% of the controls. 
Enlargement of the spleen was taken as indicative of the 
illeffects of malaria on the generalhealth. Of the patients 
suffering from pyomyositis, 24% had splenic enlargement 
of one fingerbreadth, 12% enlargement of 2 finger- 
breadths, and 4% enlargement of 3 fingerbreadths 
or more. The corresponding figures for the controls 
were 16, 6, and 2%. There was no significant incidence 
clinically of avitaminosis. Sickling in vitro occurred in 
40% of the cases and in 20% of the controls. An 
antecedent history of trauma was given in 9 of the 50 
cases of pyomyositis. There was a significant incidence 
of general debility and co-existing disease as compared 
with the controls. Pus from the abscesses was cultured 
in 40 cases; Staph. aureus was grown in 24 cases and 
Staph. albus in 6, while 10 specimens were sterile. Blood 
culture was positive in only 1 case, though a clinical 
diagnosis of staphylococcal septicaemia appeared likely 
in 2 cases. A possible focus of infection was always 
found, chiefly in the form of septic lesions of the feet, 
either from trauma or from chigger fleas. It is suggested 
that tropical pyomyositis is caused by localized lowering 
of the vitality of muscle tissue by such factors as trauma 
or filarial infection, with subsequent infection of these 
areas by circulating pathogenic organisms derived from a 
septic focus, chronic ill-health being a predisposing cause. 
Sections examined from the present series showed acute 
inflammatory myositis. There was no evidence of 
degenerative change. Penicillin was not available, and 
the sulphonamide drugs were of little value in treatment. 
In those cases which did not resolve spontaneously and 
in which there was clinical evidence of pus, incision and 
evacuation of the pus produced dramatic results. A small 
incision was found to be adequate. J. L. Markson 


1700. Infantile Vertebral Osteochondritis. (Vertebra 
plana osteonecrotica. Ostéochondrite vertébrale in- 
fantile) 


M. Neyroup. Annales Paediatrici [Ann. Paediat., Basel] 
168, 225-244, May, 1947. 7 figs., Bibliography. 


The case of a child, aged 44 years, with Calvé’s osteo- 


chondritis vertebralis is reported. The child complained © 


of pain in the dorso-lumbar vertebral column, especially 
on sitting and standing; there were no other symptoms. 
Clinical examination showed a slight kyphosis with a 
gibbus but no local tenderness in the lumbar region. 
There was no evidence of an inflammatory process. 
Although Laségue’s and Kernig’s signs were negative, 
a certain rigidity of the dorso-lumbar vertebral column 
was elicited. 

The first radiographs showed osteolytic lesions in the 
third lumbar vertebra exclusively and decalcification of 
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such an extent that the vertebra had lost its shape. The 
disk space between the third and fourth lumbar vertebrae 
was enlarged. A few weeks later another radiograph 


' showed that the body of the vertebra was reduced to a 


thin disk of increased density. Later on the radio- 
logical examination revealed a regeneration of the verte- 
bral body. According to the literature this occurs to a 
considerable degree although the affected vertebra 
never resumes its normal size. The condition is most 
probably the result of an aseptic necrosis produced by 
embolism or thrombosis of the artery supplying the 
affected part. The author suggests as treatment exten- 
sion and a preparation of citric acid to accelerate the 
recalcification. He gives 1 teaspoonful of the follow- 
ing mixture four times a day with meals: sod. citrat. 
10 parts, acid citric 10 parts, aq. dest. 160 parts, syrup 
aurantii flav. ad. 200. 

[The article is worth reading for the discussion of the 
differential diagnosis and the number of references in 
the author’s survey.] Franz Heimann 


1701. Osteomalacia with Looser’s Nodes (Milkman’s 
Syndrome) due to a Raised Resistance to Vitamin D 
Acquired about the Age of 15 Years 

R. A. McCance. Quarterly Journal of Medicine [Quart. 
J. Med.| 16, 33-46, Jan.,1947. 6 figs., 32 refs. 


_ A girl, previously healthy, developed increasing 
muscular weakness at about the age of 15; after 2 years, 
walking had become extremely painful and almost im- 
possible, while at times she could scarcely raise her head 
and shoulders from the bed. For some 3 years she was 
thought to have a primary muscular dystrophy. Osteo- 
malacia was then recognized. Radiographs showed 
extensive decalcification of the skeleton, and pseudo- 
fracture in one ulna and in the pelvic bones. She was 
treated with a diet rich in vitamins, which probably 
provided at most some 7,500 i.u. of vitamin D daily. 
Extensive decalcification persisted; when she was 22, 
skeletal deformities were pronounced, and radiographs 
showed multiple symmetrical pseudofractures. 

She then came under the author’s care at Adden- 
brooke’s Hospital, Cambridge. -The x-ray appearances 
were those described by Milkman and many others. [A 
full bibliography is given.] Her intake and output of 
calcium were measured over-a period of 7 days. She 
was found to be in negative calcium balance; there was, 
in fact, more calcium in the faeces than there had been 
in her food. Serum phosphorus was low, and serum 
calcium normal, levels resembling those found in rickets 
and suggesting vitamin-D deficiency. It was decided 
to treat her condition as of resistant rickets with very 
large doses of vitamin D, 500,000 i.u being given daily. 
After 2 weeks, faecal calcium was scarcely more than 
one-tenth of what it had been, and total calcium intake 
greatly exceeded output. Treatment was discontinued 
after 6 weeks, when she had received 21,000,000 units. 
Radiographs now showed considerable recalcification 
and callus formation at the site of pseudofractures. 
Further calcium-balance studies during the ensuing 


.8 months showed steady recalcification at the rate of 


about 5 g. of calcium weekly. Symptomatic recovery 
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accompanied chemical and radiological improvement. 
After a few months she lost all pain, and could rise from 
a chair and stand without support. Within a year she 
was restored to fairly normal health. 

There are detailed pathological reports on a piece of 
bone removed from the humerus and on a tumour-like 
mass arising from the femur and overlying a bony defect 
revealed in radiographs. The histological changes are 
those of osteomalacia, with a tumour-like mass of 
degenerative osteoid tissue in the femur. It has become 
clear that the pseudofractures of Milkman’s syndrome 
are not a feature of any one disease, but are likely to be 
found in gross decalcification from any cause. The 
author believes that in the case described the patient 
was suffering from something which prevented normal 
supplies of vitamin D from exerting their usual effects. 
He suggests that a raised resistance to vitamin D was 
acquired about the age of puberty, and that the condition 
might be appropriately called ‘‘ acquired R.R.D.” 
* Raised is not redundant, for several observations 
suggest that in normal persons there is some factor which 
resists the action of vitamin D. 

Several cases of Milkman’s syndrome recorded in the 
literature are discussed, and the relationship of the con- 
dition to resistant rickets is considered. Many of the 
recorded cases of resistant rickets might be called * con- 
genital R.R.D.”’; in others, the raised resistance is 
clearly acquired. Thus, acquired R.R.D. is a well- 
recognized disease of childhood but it may also affect 
adults, mostly women, in later life, producing progressive 
weakness, pain, and decalcification of the skeleton. 
The factors underlying resistance to vitamin D are un- 
-known. It has been shown that enormous concen- 
trations must be present in the serum to effect a cure; 
thus there is no failure of absorption, but a true internal 
resistance. 

[This is the most important article on Milkman’s 
syndrome which has yet appeared; the original should 
be consulted, for no précis can be adequate.] * 

Kenneth Stone 


1702. Initial Symptoms of Spondylitis Ankylopoietica. 
(Initialsymptomer ved Bechterews sykdom (Spondyl- 
arthritis ankylopqietica)) 

A. TANBERG. Tidsskrift for den Norske Legeforening 
Tidsskr. norske Legeforen.] 67, 192-194, April 15, 1947. 


The author discusses the early symptoms of spondylitis 
ankylopoietica as observed by himself and his co-workers 
in a number of cases at the Hospital for Rheumatic 
Diseases in Oslo. He is particularly interested in the 
pre-spondylitic stage, and stresses the importance of 
early diagnosis, often and easily missed with tragic 
results for the patient. Once the spondylitic stage has 
been reached the diagnosis presents no difficulties. 

The symptoms which, in the author’s opinion, should 
arouse suspicion of an early spondylitis are: pain in the 
back, especially at night, iritis, increased erythrocyte 
sedimentation rate (E.S.R.), periostitis with varying 
localization, joint pains especially in hips and shoulders, 
and changes in the sacro-iliac joints. In the early stages 
the patient often complains of a tired feeling across the 
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sacral region. The pain is seldom referred to the sacro. 
iliac joints in contradistinction to a tuberculous lesion 
of one of these joints where the patient points to one of 


them as the seat of the pain. The pain is often felt in 


the gluteal region, inner side of the thighs or groins, or 
may present the picture of a sciatica. Sometimes it js 
felt higher up and may radiate forward like an inter. 
costal neuralgia. As a rule it is worse at night or in the 
early morning. These severe pains, which make the 
patient get out of bed during the night are often insignj. 
ficant or absent during the day. The author regards 
these pains as diagnostic if they are associated with an 
increased E.S.R. _Iritis is well known as a complication 
of chronic polyarthritis but is much more common in 
spondylitis ankylopoietica. The incidence of iritis in 
polyarthritis is about 4 to 5% whereas it may be as high 
as 20% in spondylitis. The E.S.R. is raised as a rule, 
It may be as high as 100. On the other hand, it may be 
normal; it is subject to greater variations in the same 
patient than is the case in chronic polyarthritis. 

The author mentions a number of peculiar symptoms 
and signs, which he associates with lesions in the peri- 
osteum or tendon attachments and which, he maintains, 
are present in every case of spondylitis ankylopoietica, 
The areas most commonly affected are under the heel 
and over the ischial tuberosity and iliac crest. A tender 
point is often found 2 to 3 in. (5 to 7-5 cm.) behind the 
anterior superior iliac spine. Joint symptoms outside 
the spinal column are very common. Involvement of 
the hips and shoulders is typical. The author attaches 
diagnostic value to involvement of the sterno-clavicular 
joint, but he does not attach any great importance to 
gonorrhoea or urethritis as aetiological factors. 

Radiographs of the sacro-iliac joints confirm the 
diagnosis, though it may be necessary to repeat the 
examination at intervals over a long period. 

The author mentions his visit to: two London clinics 
just before the war, in which routine x-ray examinations 
of the sacro-iliac joints were carried out in all young 
patients complaining of rheumatic pains in the back or 
legs. He finds this an excellent rule which should be 
copied. 

[British workers have, of course, long been aware of 
the importance of diagnosing the condition while it is 
still in its pre-spondylitic stage. The work of the late 
Gilbert Scott and others comes to mind.] 

C. C. Holm 


1703. A Rare Affection of the Spinal Column Simulating 
Spondylosis Rhizomelica on Physical Examination. (Een 
zeldzame afwijking van de wervelkolom, bij physisch 
onderzoek het beeld gevend van spondylosis rhizomelica) 
G. vAN Dam and F. J. F. Sretner. Nederlandsch 
Tijdschrift voor Geneeskunde {Ned. Tijdschr. Geneesk.] 
91, 1546-1552, June 14, 1947. 7 refs. 


A case in which physical examination pointed to 
spondylosis rhizomelica, whilst x-ray examination 
showed almost exclusively narrowed intervertebral 
discs, is presumed to be due to so-called fibrosis of the 
intervertebral discs, a syndrome described by Schmorl and 
Giintz.—[Authors’ summary.] 
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Neurology 


1704. “ Pins and Needles ’’: Observations on Some of 
the Sensations Aroused in a Limb by the Application of 
Pressure 

G. WepveELL and D. C. Sinciatr. Journal of Neurology, 
Neurosurgery and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.| 10, 26-46, Feb., 1947. 4 figs., 10 refs. 


When a sphygmomanometer cuff at 150 mm. Hg is 
applied to the arm above the elbow, providing that it is 
left long enough and that there has been no compression 
of the arm for at least 2 hours previously, 3 types of 
sensation are almost invariably elicited in normal 
people: (1) A characteristic tingling (‘ compression 
tingling’) in the hand which comes on between 1 and 2 
minutes after compression has started and lasts for from 
3to 4 minutes. The sensation begins gradually, reaches 
a maximum, and slowly fades. The tingling is not 
modified by touching or rubbing the fingers. (2) A 
“ velvety ’ sensation (“* velvety numbness ”’) arises much 
later, usually 15 minutes after starting the compression. 
It is often not spontaneous but is elicited by light touch, 
stroking, or pressure. It appears first in the tips of the 
fingers and quickly spreads proximally up the hand. 
When compression is prolonged or repeated at short 
intervals the sensation may become spontaneous and 
persists until the pressure is released and for as much as 
45 seconds after. (3) A strong coarse pricking (“* release 
pricking ’’) arises in the hand after the pressure is re- 
leased and lasts for a variable time depending on the 
length of the compression. It is much coarser than 
“ compression tingling *’ and is interpreted as pain rather 
than touch. Before the onset of spontaneous: pricking 
the same sensation can be induced by lightly tapping the 
fingers against a solid object. The spontaneous pricking 
is followed by spontaneous tingling. 

Apart from these three clearly defined sensations there 
are others which are less constant, including an aching 
discomfort under the pressure cuff, a “tight” or 
“swollen ”’ feeling in the hand or even “ deep in the 
wrist *’ during compression, and equally transient feel- 
ings of cold and warmth which are usually diffuse and 
felt chiefly on the back of the hand. Experiments 
suggest that compression tingling is due to lo¢al stimula- 
tion of certain fibres of the main nerves under the pressure 
cuff, that it is brought about by asphyxia rather than by 
deformation, and that the sensation probably originates 
in the main nerve trunks under the cuff and is chiefly 
due to impulses arising in the fibres normally conveying 
the sense of touch. In 2 men whose forearms had 
been amputated 18 months previously a complete 
phantom hand became evident after 30 seconds’ compres- 
sion, and after 2 minutes tingling was felt in the whole 
of the palmar aspect of the missing hand. ‘* Release 
pricking *’ is consistently felt in the hand after compres- 
sion at any site of the upper limb, provided that the 
pressure applied is 100 mm. Hg or more and that the 
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duration of compression is long enough. It is concluded 
that ‘‘ release pricking” is due to the stimulation of a 
proportion of peripheral nerve endings in the area in 
which it is felt. This stimulation is probably occasioned 
by the removal from the tissue spaces around these nerve 
endings of a chemical substance which accumulates 
there during the period of circulatory depression. The 
greater proportion of the impulses thus aroused are 
conveyed in the afferent somatic fibres normally sub- 
serving the sensation of pain. Attention is drawn to the 
fact that the term “ pins and needles”’, as commonly 
used in everyday life, is a loose generalization which 
covers a number of clearly defined subjective sensations. 
Hugh Garland 


1705. Chromatolytic Effect of Cerebrospinal Fluid 
Following Cerebral Concussion 

E. A. SpreGeL, M. and H. T. Wycis. 
Science [Science] 150, 208, Feb. 21, 1947. 1 ref. 


It has been shown spectrophotometrically that after 
cerebral concussion the cerebrospinal fluid (C.S.F.) is 
able to split nucleic acids; this may be due to the appear- 
ance of enzymes. An experiment was devised to see if 
this effect could be reproduced in the nuclear substances 
of nerve cells, especially tigroid bodies. Sections from 
spinal cords were incubated with C.S.F. from normal 
subjects or from patients with concussion or with 
Ringer’s solution, acidified with an acetate buffer to 
PH 4-05, 0-05 ml. buffer to 4-5 ml. fluid. The sections 
were then stained with thionin. With normal fluids or 
Ringer’s solution the tigroid substance remained mainly 
intact, while with some of the fluids from cases of con- 
cussion tigrolysis was present. With parallel ultra- 
violet spectrophotometry it was shown that samples 
which produced tigrolysis also decreased the selective 
absorption of nucleic acids, while others did not have this 
effect. 

These findings may be of value in cases of cerebral 
concussion when objective signs of nerve-cell damage 
are few. If enzymes are produced which diffuse into 
the C.S.F. it is reasonable to suspect that they may play 
a part in the genesis of chromatolytic changes in vivo 
following concussion. Gwenvron M. Griffiths 


1706. Action of Thiamine Applied Directly to the 
Cerebral Cortex 

M. VIANNA Dtas. Science [Science] 105, 211-213, 
Feb. 21, 1947. 16 refs. 


It is claimed that vitamin B, (thiamine) influences 
nervous functions. Some experimental evidence indi- 
cates a possible association of thiamine with acetyl- 
choline in the process of nervous excitation. 

In order to study the direct action of thiamine the motor 
area of the cortex of unanaesthetized dogs was used. 
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Filter-papers were soaked with solutions of thiamine 
hydrochloride (1, 2, 5, and 10%) and small squares were 
applied direct to selected motor points. After a few 
minutes rhythmic contractions of the muscles corre- 
sponding to these points occurred, at first weak and then 
stronger and more regular. Usually mechanical stimu- 
lation of the skin corresponding to the motor point 
increased the intensity or frequency of. contraction. 
Sometimes facilitation of the contractions occurred, so 
that the contractions became continuous instead of inter- 
mittent, and led to a local convulsion which sometimes 
spread so as to become generalized. Epileptiform convul- 
sions were obtained in 34 of 45 dogs, and varied in degree 
with the convulsive disposition of the animal. Diphos- 
phothiamine gave similar results, but thiazole and pyrim- 
idine compounds gave negative results, as did other 
hydrosoluble vitamins. Gwenvron M. Griffiths 


1707. Physical Medicine in Cerebral Palsy 

U. M. Lepen and F. H. Krusen. Archives of Physical 
Medicine [Arch. phys. Med.] 28, 158-164, March, 1947. 
15 refs. 


Cerebral palsy is regarded as the most frequently 
occurring crippling disease in children. Out of every 
100,000 children between 12 and 16 years of age 40 to 50 
have cerebral palsy, and probably 100 cases per 100,000 
occur in the total population. One of the greatest 
obstacles to advance in treatment has been the general 
opinion that a cerebral birth injury is almost always 
associated with mental deficiency. Fortunately recent 
investigation has provided a basis for a much more 
hopeful and enlightened point of view. 

The three commonest causes of this motor dysfunction 
are congenital maldevelopment, birth injuries, and 
encephalitis. Less than 50% of affected children had had 
a difficult birth; in less than 3% the disease was due to 
poor obstetrical care. The location of the lesion deter- 
mines the two main types of motor disturbance, which 
though superficially similar are fundamentally different. 
(1) Destruction of the basal ganglia causes athetosis. 
The child with athetosis is lovable, an extrovert who likes 
to make friends, and has little fear but is subject to 
prolonged fits of anger. The underlying ability of the 
patient to move normally is unimpaired, but involuntary 
motion is superimposed upon voluntary, occurs during 
waking hours,, and becomes more widespread with 
increased amplitude when the child is excited. During 
sleep involuntary movements disappear. The athetoid 
condition does not result from the involvement of specific 
muscles out of control but from an attempt of the body 
to attain a certain position. The patient tends to over- 
come athetoid motion by voluntary tension of the whole 
limb. This produces rigidity and makes the differentia- 
tion between athetosis and true spasticity difficult. 
(2) The second type is spasticity. The spastic child is 
an over-sensitive introvert, lacking confidence and fearful. 
His anger is rare and short-lived. In true spasticity a 
muscle is thrown into maximal contraction by the least 
stimulus. A loud noise or other sudden stimulus may 
bring about contraction of all spastic muscles. Many 
fundamental motions are not learned by spastic babies. 


Treatment depends on accurate diagnosis of the type 
of palsy, on the severity of the condition, and on the 
mental state of the patient; it is complex, as it involyes 
psychology, speech training, and special education as 
well as medical care. As intelligence tests depend op 
the accuracy of motor responses they are of no value in 
these cases. No direct tests are infallible in such cases: 
a combination of them all must be used, and in the 
evaluation of results retardation due to existing handicaps 
should be considered. These children should be cop. 
sidered as having 5 extremities: 2 arms, 2 | 
and a speech mechanism including the facial muscles, 
Grimaces, contortions, and speech disturbances should 
not, in the absence of other evidence, be regarded as 
signs of feeble-mindedness. 

Physical therapy is of the greatest value in both types, 
It should be instituted as soon as the condition is diag. 
nosed, and is usually started much too late. In infants 
passive stretching of a spastic muscle does not provoke 
the resistance found at a later age. Gross movements 
can be learned at an early age, and the same applies to 
relaxation. Early treatment eliminates the need to 
unlearn bad habits acquired in infancy. 

Treatment should be given in a calm and quiet environ- 
ment. The child should be in a warm room, preferably 
with a pad on the floor so that he will not be afraid of 
falling. The aim is for the child to obtain conscious 
control of motor functions, and interest should be centred 
on how he performs a given task. The normal child is 
endowed from birth with a certain pattern of development 
in that he sits up at 6 months, creeps at 10 months, and 
stands alone at 15 months. This pattern should be 
followed so far as possible in training a child with cerebral 
palsy. It is easier to teach a child to walk at 18 months 
than at 5 years. In training a child it is important to 
know which is the working hand and which the helping; 
domination of one hand is necessary. 

The muscles of the athetoid child are normal, and if 
the athetosis is controlled they will move at will. Release 
of tension is the first consideration in treatment. Massage 
may be useful to induce relaxation, and the warm pool 
is also of value. Usually it is best to start training at 
the proximal portion of the athetoid limb. When a 
patient knows how it feels to relax his voluntary and his 
athetoid muscles he is ready for occupational therapy. 

Relaxation is not of such great value to the spastic 
child, but he should be encouraged to carry out motions 
through accurate ranges and at properly regulated speeds. 
It must be remembered that the spastic child during 
babyhood does not learn fundamental movements. 
These can be taught by muscle training. The child is 
made to repeat corrective movements, the aim being to 
make the most of the intact residual portion of the brain 
and at the same time to substitute the function of some 
other part of the brain for that of the damaged part. 
Passive exercises are of no value for spastic children, 
because the “* stretch ”’ reflex is too strong. Perseverance 
with flexion-extension movements will often increase the 
ability to perform these without interference by the 
“‘stretch”’ reflex. The spastic patient has 3 kinds of 
muscles: (1) spastic muscles manifested by the stretch 
reflex; (2) normal muscles; (3) flaccid muscles resulting 
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from damage to the central nervous system; these lack 
the ability to contract voluntarily but may contract 
involuntarily as a result of movement of some other part 
of the body. Rhythmic exercises and games are of 
icular value. Speech correction and training are 
also important factors in the rehabilitation of these 
children. Defects are perhaps commoner in the athetoid 
type, but they may occur in both. Occupational therapy 
is of the greatest value in that the patient becomes more 
agile as he forgets himself in his work. For example, 
Carlson records the case of a spastic child who could not 
feed herself but could play the piano satisfactorily. 
It is thus necessary to consider the psychological as well 
as the physical needs of the child, to work on his mind 
and body at the same time, and to build up his personality 
as he learns to control his body. M. B. Ray 


1708. Etat Marbre of the Corpus Striatum Following 
Birth Injury 

R.M. Norman. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat.] 10, 12-25, 
Feb., 1947. 26 figs., 17 refs. 


The clinical and neuropathological features presented 
by 3 mental defectives whose brains showed the common 
feature of état marbré of the corpus striatum have been 
described. It has been shown that a conspicuous 
fibrillary gliosis and nerve-cell loss may be present in the 
areas occupied by the hypermyelinated fibres of the 
striatum. Etat marbré of the corpus striatum may be 
associated with widespread destructive lesions elsewhere 
in the brain, particularly in the cerebral cortex where 
hypermyelinated ulegyria occurs at the margin of areas 
of cystic degeneration of the subcortical and central 
white matter. Lesions of thalamus, globus pallidus, 
and midbrain, suggestive of a vascular pathogenesis, 
were also found in these cases. A form of delayed 
hemiplegia following birth injury has been described. 
It is concluded that in these cases the vascular lesions set 
up by abnormal parturition have been inflicted mainly 
upon the venous side of the cerebral circulation and that 
état marbré of the corpus striatum and elsewhere is only 
one of the many possible sequelae of partial anoxia of 
the tissues conditioned by birth trauma.—[Author’s 
summary.] 


1709. On the Use of Mental Tests for the Measurement 
of Disability after Head Injury. With a Comparison 
between the Results of these Tests in Patients after Head 
Injury and Psychoneurotics 

G. Tootu. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat.] 10, 1-11, 
Feb., 1947. 42 refs. 


The material for assessing disability after head injury 
consisted of 100 naval officers and ratings suffering from 
post-concussional symptoms; patients with any other 
organic condition which might have been a contributory 
factor were excluded. Cases included both open and 
closed injuries and 5 “ punchdrunks”. The controls 
consisted of 50 convalescent patients from the surgical 
wards of the same hospital, those who had any sign of 


neurosis or intellectual impairment being excluded. From 
2,000 cases seen in a naval psychiatric clinic 50 neurotics 
were chosen, those cases in which the neurosis was 
attributable to the stress of war alone being excluded. 
The following tests were used: (1) the Wechsler verbal 
emergency, consisting of 5 subtests: comprehension, 
similarities, vocabulary, arithmetic, and the repetition of 
digits forward and reversed; (2) Trist’s progressive 
shapes sorting test; (3) Weigl’s colour-form sorting 
test; and (4) Kohs’s blocks. There was a clear relation 
between the presence of abnormal physical signs in the 
central nervous system and the length of the post- 
traumatic amnesia, but little relation between the severity 
of the injury and the chronicity of symptoms. There was 
also a significant association between fracture of the skull 
and the presence of abnormal physical signs in the central 
nervous system. The commonest symptoms following 
head injury were subjective disturbance of memory, 
irritability, dizziness, and headache. A selected series 
of neurotics gave a pattern of differential failure in mental 
tests similar to that shown by the patients with head 
injury when both were compared with normals: of the 
neurotics, those diagnosed as cases of hysteria gave a 
pattern of abnormal performance most nearly approaching 
that of the “ head injury ’’ group, suggesting the existence 
of a common factor in hysteria and the after-effects of a 
head injury. The Wechsler vocabulary and compre- 
hension tests appeared to be almost equally efficient in 
the measurement of ingrained knowledge. The digits 
subtest and the sorting tests are of only limited value in 
the assessment of the effects of head injuries. In general, 
the pattern of performance of the “ head injury *’ group 
was of the expected kind; those judged to be most 
severely injured on clinical grounds gave the most specific 
type of test pattern. 

[This paper should be read in full by those interested.] 

Hugh Garland 


1710. Spinal Wash-outs in the Treatment of Purulent 
Meningitis 

J. A. Nissim. British Medical Journal (Brit. med. J. 1, 
176-178, Feb. 1, 1947. 5 figs., 7 refs. 


There are three major physiological and anatomical 
difficulties in obtaining the maximum effect from 
penicillin in purulent meningitis—firstly, the blood- 
cerebrospinal fluid barrier blocks the passage of penicillin: 
the author confirmed this by being unable to detect 
penicillin in the cerebrospinal fluid 2 hours after 200,000 
units had been given intravenously in adults. Secondly, 
as the cerebrospinal fluid becomes purulent pia-arachnoid 
adhesions form and may obstruct the cerebrospinal fluid 
pathways, so that parts of the subarachnoid space become 
inaccessible to penicillin. The third difficulty is that 
thick plaques of adhesions form areas resistant to pene- 
tration by penicillin and become niduses for the undis- 
turbed growth of organisms, leading to thromboses of 
adjoining veins and consequent cerebral damage. The 
author feels that this last factor is of great importance 
in the treatment of meningitis with penicillin. Five 
patients who died of various types of purulent meningitis 
showed at necropsy thick, creamy, and sometimes almost 


544 


organized exudate, but in only one was there evidence of 
a block that would interfere with the free flow of 
penicillin. 

These findings suggested that spinal wash-outs before 
the intrathecal administration of penicillin would be an 
advantage, and a one-needle method of wash-out was 
adopted. Hartmann’s solution was used as the irrigating 
fluid, and this was allowed to flow by gravity from a 
vacoliter through a 20-ml. syringe barrel and Ryle’s 
tube to the lumbar puncture needle. Irrigations of 
20 to 40 ml. were made and were repeated till the return- 
ing fluid was clear. If the solution was warmed there was 
relatively little discomfort from the procedure. In one 
case of staphylococcal meningitis in which 120 ml. of 
irrigating fluid was used the cell count fell from 1,335 per 
¢c.mm. at lumbar puncture to 430 per c.mm. after the 
spinal wash-out. Following this, 8,000 units of penicillin 
in 40 ml. of distilled water was allowed to seep in under 
gravity, and a steady fall in cerebrospinal fluid pressure 
was noted; this was thought to be due to the reduced 
osmotic pressure resulting from the removal of excess 
proteins, fibrin, etc., by the wash-out and the subsequent 
dilution of the cerebrospinal fluid by 40 ml. of dilute 
penicillin. This method of spinal wash-outs through a 
single needle was used on 8 cases of purulent meningitis 
(ages ranged from 13 months to 39 years): 2 were in- 
fluenzal, 1 pneumococcal, 1 staphylococcal, 1 strepto- 
coccal, 1 aseptic following rupture of an old sterile brain 
abscess; and there were 2 in which no pathogenic 
organisms were found. In addition to spinal wash-outs 
and intrathecal penicillin, the patients also received 
15,000 units of penicillin intramuscularly 3-hourly and 
** sulphamezathine ” orally; 5 recovered and 1 died. Of 
the 3 deaths, 1 was due to causes other than meningitis ; 
in 1 case the infecting haemophilus became penicillin- 
resistant, and the third patient, who was in coma with a 
hemiplegia on admission, had thick exudate over both 
hemispheres. The author considers that the method is 
safe and has proved its effectiveness. 

J. W. Aldren Turner 


i711. Results of Treatment of Multiple Sclerosis with 
Dicoumarin 

T. J. Putnam, L. V. CutavaAcci, H. Horr, and H. G. 
Weitzen. Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago] 57, 1-13, Jan., 1947. 36 
refs. 


This is a report of a carefully planned trial of 
dicoumarol treatment in multiple sclerosis, based on 
the theory, some evidence for which has now accumulated, 
that the lesions of both disseminated sclerosis and the 
related encephalomyelitides are consequent upon throm- 
bosis of the venules. Treatment was controlled by the 
Shapiro modification of Link’s method of estimating 
the prothrombin time, the normal for which is 18-3 
seconds for plasma and 40-+10 for plasma diluted to 
lin 8. Suitable doses, as a rule 150 mg. daily for 3 days 
followed by daily maintenance doses of 50 to 100 mg., 
succeeded in increasing the times to 30 and 90 seconds 
respectively. Forty-three patients received treatment for 
approximately 66 “ patient years ”’, varying from 6months 
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to 4 years. Although there were acute relapses in 2 
patients when treatment was discontinued, the results jn 
the main were disappointing. The condition of 1¢ 
patients with the chronic progressive disease continued 
to deteriorate, but in 25 patients with the relapsing form 
of the disease no fresh symptoms developed during the 
period of treatment. 

Overdosage of dicoumarol may cause alarming haema- 
turia and call for prompt measures; less serious bleeding 
may occur. Patients must be warned that salicylates 
may prolong the prothrombin time. The authors, like 
Reese, are cautious in claiming success for this form of 
treatment, stating that “if treatment with dicoumaro] 
helps limit the spread of the damage, it may perhaps be 
said to permit recovery, rather than to produce it”, 

W. H. McMenemey 


1712. Central Course of Afferent Fibers for Pain in 
Facial Glossopharyngeal and Vagus Nerves. Clinical 
Observations 

A. BRODAL. Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago] 57, 292-306, March, 1947, 
4 figs., 31 refs. 


Four cases of trigeminal neuralgia were studied in 
which section of the bulbospinal tract (descending root 
of the fifth nerve) was performed according to the 
technique devised by Sjéqvist. In addition to analgesia 
in the trigeminal area of the face and mouth with reten- 
tion of tactile sensibility, similar sensory changes were 
found in other regions. Analgesia also occurred in the 
concha of the auricle, areas of the neighbouring part of 
the antehelix, the posterior third of the tongue, the 
tonsils, and the pharynx on the side of operation. In 1 
case there was a small area of analgesia behind the ear, 
and in 2 cases analgesia extended to the posterior, upper, 
and anterior walls of the external auditory meatus. 
Since these regions are innervated by the seventh, ninth, 
and tenth nerves, the author concluded that the fibres 
conducting pain impulses in these nerves join the pain 
fibres of the trigeminal and accompany them in the 
bulbospinal tract. As a clinical application of these 
observations, it is suggested that neuralgias of the seventh 
nerve, or of the ninth and tenth nerves, may be success- 
fully treated by division of the bulbospinal tract. 

Ruby O. Stern 


1713. Headache. The Teeth as a Source of Headache 
and Other Pain. 

S. ROBERTSON, H. GOODELL, and H.G. Archives 
of Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 57, 277-291, March, 1947. 6 figs., 16 refs. 


** Hidden ”’ dental disease without local pain has long 
been suggested as a cause of persistent headache. The 
present authors investigated the effect of electrical 
stimulation of teeth both at and above the pain threshold 
to see whether toothache thus produced would induce 
headache. The character and distribution of such a 
headache were also studied. After stimulation of teeth 
in the upper jaw and maintenance of the toothache so 
produced for 10 minutes, a steady diffuse headache was 
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experienced in the homolateral temporal region, along 
the zygomatic ridge, and for a short distance above the 
eye. This headache reached its maximum intensity and 


distribution within 20 to 30 minutes after cessation of the - 


toothache, which usually occurred a few minutes after 
stimulation had been stopped. The headache persisted 
for from i to 8 hours, but in | instance lasted for 24 
hours. After toothache had been maintained at its 
maximum intensity for 10 minutes in the lower jaw, a 
pain which persisted from 1 to 8 hours was induced 
throughout the upper and lower jaws, spreading into the 
region over the zygoma and temple to the top of the ear. 
There was also a sense of fullness and aching in the ear 
on the side of the stimulated tooth, increased in intensity 
by biting and bending. ‘Considerable variation in pain 
threshold was found from tooth to tooth in the same 
subject, and also in corresponding teeth in different 
subjects. Experiments were also carried out, when the 
headache was at its worst, on the effect of injection of 
procaine into the tissues surrounding the stimulated 
tooth. With development of analgesia in the gums the 
headache disappeared, only to return in 2 subjects, 
though not in a third, when analgesia wore off. The 
authors suggest that if a certain tooth is suspected of 
being the cause of headache this test may be of value, 
because if a headache is not much reduced or eliminated 
by such procaine injection around the suspected tooth, 
that tooth cannot be the cause of the headache. In 
general, the conclusion is reached that headache due to a 
diseased tooth without local toothache is rare. 
Ruby O. Stern 


1714. Contribution to the Study of Meningoradiculitis in 
Childhood. (Contributo allo studio delle meningo- 
radicoliti nell’influenza) 

P. Mencut. Medicina Italiana [Med. ital., Milano] 27, 
49-77, March-April, 1947. 26 refs. 


The author presents short abstracts of 61 cases of 
meningo-radiculitis in children collected from _ the 
literature. He adds two personal observations and 
discusses shortly the clinical picture and diagnosis of 
these cases. ‘ F. K. Kessel 


1715. Retinal Periphlebitis Associated with Paraplegia 
B. P. StLrversKIGLD. Archives of Neurology and 
Psychiatry [Arch. Neurol. Psychiat., Chicago] 57, 351- 
357, March, 1947. 1 fig., 7 refs. 


Retinal periphlebitis is a disease in which there is 
recurrent haemorrhage into the vitreous, characterized 
by a chronic inflammatory exudate into the wall of the 
vessels, principally the veins. The best-known form is 
Eales’s disease. 

The author describes 3 in-patients who had had retinal 
disease for periods of from 3 months to 12 years and who 
then developed fairly rapidly a transverse lesion of the 
spinal cord in the lower thoracic region. The cerebro- 
spinal fluid in each case showed a pleocytosis, pre- 
dominantly mononuclear, of between 65 and 250 cells 
per c.mm., with a slight increase in protein and a negative 
Wassermann reaction. There was no fever, and in 2 
cases the erythrocyte sedimentation rate was normal. In 
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each case there was some improvement, but all the patients 
were left with a considerable disability. 

Although various neurological conditions have been 
recorded in association with retinal periphlebitis, these have 
been chiefly epilepsy, diplopia, and hemiplegia, and no 
exactly comparable case could be found in the literature. 
The author was able to find 25 cases of retinal periphle- 
bitis among the 9,023 cases seen at the clinic between 
1930 and 1939. He was able to follow up 22 of these, 
but none of them had any neurological disease. He 
suggests that the association of two such definite con- 
ditions in 3 cases seems to justify its being considered a 
syndrome. N. S. Alcock 


1716. Electroencephalogram in the Pitressin Hydration 
Test for Epilepsy 

J. S. Burer and F. C. Repiicu. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago} 57, 
211-219, Feb., 1947. 14 refs. 


The pitressin hydration test was applied to patients 
with a reliable history of convulsive seizures and whose 
electroencephalograms were normal. In this group, 
which consisted of relatively mildly affected subjects, 
seizures were induced infrequently. It was then decided 
to examine the electroencephalogram of these patients 
at the conclusion of the pitressin hydration test in an 
attempt to discover changes of possible diagnostic 
significance. In addition the electroencephalograms of 
11 patients with a diagnosis of fainting and of 10 controls 
were studied in similar circumstances. In the group of 
patients with convulsive seizures, 3 out of 11 showed 
pronounced changes in the electroencephalogram after 
pitressin hydration. One record, which had been 
previously normal, showed very fast activity; the record 
of a second patient, also previously normal, contained 
some petit-mal waves after the test, while that of a third 
patient changed from a normal to a psychomotor pattern. 
In 6 other patients the alterations were characterized as 
slight, as manifested by a change from a normal record 
before the test to one with fast frequencies for 3 patients 
and to one with slow frequencies for 3 patients. Of the 
remaining 3 cases, no change was noted in 2, but in the 
third two short bursts of 18 to 24 waves of medium 
voltage per second occurred in an otherwise normal 
record. In the second group of patients, who had 
fainting attacks, no changes in the electroencephalogram 
were noted after hydration except in 1 patient, where there 
was a slight departure from the normal. In the group of 
control patients, with 2 exceptions, no alteration in the 
electroencephalogram was noted after hydration. 

These results seem to indicate that cerebral hydration 
induces cerebral dysrhythmia in patients with epilepsy, 
and consequently is of some value in differentiating 
epilepsy from hysterical and vasodepressor disturbances 
of consciousness. R. M. Stewart 


1717. The Effect of Reinnervation on Collagen Formation 
in Degenerating Sciatic Nerves of Rabbits 

M. ApercromsBieE and M. L. JOHNSON. Journal of 
Neurology, Neurosurgery and Psychiatry [J. Neurol. 
Neurosurg. Psychiat.] 10, 89-92, May, 1947. 8 refs. 
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1718. Changes in Palmar Skin Resistance during the 
Rorschach Test. I. Color Shock and Psychoneurotic 
Reactions. [In English] 

F. V. ROCKWELL, L. WELCH, J. Kunis, and V. FisiCHELLi. 
Monatsschrift fiir Psychiatrie und Neurologie [Mschr. 
Psychiat. Neurol.) 113, 129-152, 1947. 1 fig., 8 refs. 


The authors used a special arrangement of the Ror- 
schach test. They exposed for 90 seconds full-colour 
lantern slides of the cards. During the time the slides 
were On view a continuous record of the palmar skin 
resistance was obtained and graphically recorded. Three 
groups of subjects, all of superior intelligence and matched 
for age, were examined: (1) 10 normal controls who 
showed no colour shock; (2) 10 normal controls who 
showed colour shock; and (3) 10 patients with psycho- 
neurotic illnesses, all showing colour shock. The data 
were statistically analysed. Group 1 produced the 
highest number of verbal responses, and showed an over- 
all level of autonomic responsiveness intermediate 
between groups 2 and 3. Group 2 showed the highest 
level of changes in skin resistance, and produced a 
number of verbal responses intermediate between groups 
1 and 3. Group 3 ranked lowest, both in the number of 
verbal responses and in the mean level of electric 
response. 

In contrast to statements in the literature, none of the 
three groups showed a startle response to the presentation 
of the first coloured card. The results of this careful 
investigation are in accordance with Rorschach’s own 
interpretation of the phenomenon as an indication of the 
subject’s utilizing an unconscious neurotic defence 
mechanism, by neurotic repression of affect. 

E. Guttmann 


1719. Treatment of Delirium Tremens with Intensive 
Calcium Therapy. (Liectba deliria tremens ndrazom 
kalcia) 

Z. Kuimo. Bratislavské Lekarske Listy [Bratislavské 
lekars. List.] 27, 189-194, March, 1947. 4 refs. 


The author reports on the treatment of 29 patients 
with typical delirium tremens, attributing his “ very 
satisfactory ’’ results mainly to the use of large doses of 
calcium, which was given as calcium gluconate or cal- 
cium chloride in 10% solution, 10 ml. intravenously 
and 10 ml. intramuscularly, twice daily, the total daily 
dose being 4 g. for 1 or 2 days, then less for another day 
or two when clinical improvement had begun. In 
addition vitamins C and B [amounts not stated] were 
given, together with 20% glucose and small doses 
(10 to 20 units) of insulin once a day. Hypnotics are 
considered to be contraindicated. On this treatment 
most of the patients quietened down satisfactorily within 
2 or 3 days, the improvement being ushered in by a long 
sleep. This occurred in 19 patients after 8 g. or less of 


calcium had been given, in 7 after 12 g., and in 3 after 
18 to 24g. No patient. died, but 1 relapsed on the third 
day. One patient was critically ill for 5 days with signs 
of circulatory failure but eventually recovered. In 1 case 
of incipient delirium prophylactic treatment with calcium 
failed to prevent the outbreak. This treatment is stated 
to shorten the course of the illness in every case. In 
surgical patients who were chronic alcoholics massive 
calcium therapy failed to make them less resistant to 
anaesthesia. H. Pollak 


1720. Diagnostic Evaluation of Early Schizophrenia 

P. PoLtatin and P. Hocu. Journal of Nervous and 
Mental Disease [J. nerv. ment. Dis.) 105, 221-230, March, 
1947. 3 refs. 


The authors complain that too often schizophrenia 
remains undiagnosed until a late stage of the illness, many 
cases being regarded as psychoneurotic and being 
treated in vain with analytical psychotherapy, while 
others are classified as manic-depressive and treatment is 
again misdirected. While deterioration often occurs in 
schizophrenia it is by no means constant, and it is 
unnecessary to wait for this to establish a diagnosis. 
While the protean manifestations of the disease and the 
absence of definite criteria, such as serological changes, 
make early diagnosis difficult, it is not impossible. 
Clinical case histories of 4 white females observed over 
a long period are given as illustrations. The family 
history is significant, as are the early personality traits, 
such as shyness, timidity, mood fluctuations, and anxiety 
especially when the latter is not associated with any 
definite cause. Certain functional abdominal syndromes, 
associated with fatigue, and hypochondriacal preoccupa- 
tions are suggestive. More specific features are feelings 
of being dazed or doped, feelings of unreality, and lack 
of emotional response.” Outbursts of intense emotion 
without adequate cause and gross hysterical manifesta- 
tions, such as fits, astasia abasia, or uncontrolled vomit- 
ing,may occur. The authors lay stress on the significance 
of what they call pan-neuroses, in which symptoms of 
gross hysteria, obsessions, and severe anxiety all occur 
together. They point out that the true psychoneurotic 
always tries to give a logical explanation of his symptoms 
even though these explanations are rationalizations, but 
the explanations of the schizophrenic tend to be illogical 
and often bizarre. Affect is poorly integrated and 
controlled and its expression is again not logically 
determined. .Moreover, schizophrenics volunteer state- 
ments about their sexual thoughts and feelings which the 
psychoneurotic would tend sternly to repress, and they 
are often at the level of polymorphous perversion. For 
example, they frequently express in words or drawings 
incestuous ideas or wishes, which can only be dragged 
out of the psychoneurotic with great difficulty. 

Schizophrenics are certainly liable to alternations of 
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depression and elation in spite of the idea that they are 
deficient in emotion, but if these are associated with 
ideas of reference and persecution and with hypo- 
chondriasis, and if they are of very short duration, 
schizophrenia rather than manic-depressive psychoses 
may be suspected. Further, if these are associated with 
the atypical psychoneurotic symptoms described above 
the diagnosis is fairly certain. R. G. Gordon 


1721. The Nature and Treatment of “ Writer’s Cramp ”’ 
M.N. Pat. Journal of Mental Science [J. ment. Sci.} 93, 
68-81, Jan., 1947. 7 figs., 40 refs. 


The author includes in his study all neuro-psychiatric 
conditions which “* showed some inco-ordination of the 
muscles of the hand resulting in writing disturbances ”’. 
Out of 1,880 patients, 171 showed such disturbances. 
He distinguishes three main types of the disturbance: 
the tremulous form, found in cases of acute and severe 
anxiety neurosis; the spastic (cramped) and the ataxic 
(jerky) forms, found in cases of neurosis with marked 
hysterical features; and the paralytic form (characterized 
by slovenly and almost illegible writing), found in cases 
of organic disease of the central nervous system. 

E. Guttmann 


1722. Measurements of Pain Sensitivity in Patients 
with Psychoneurosis 

W. P. CHAPMAN, J. E. FIinestnGer, C. M. Jones, and 
§. Coss. Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago] 57, 321-331, March, 1947. 
4 figs., 13 refs. 


The authors used the Wolff-Hardy apparatus for 
estimating the threshold of perception of and reaction to 
pain. The stimulus was a painful degree of heat gener- 
ated by a 1,000-watt lamp focused through an aperture 
on the forehead. They used a series of 50 psycho- 
neurotics and a control group of 56 patients without 
psychoneurotic symptoms. The threshold values for 
pain perception were essentially the same for both groups. 

Significant differences were observed in the threshold 
value for motor reaction to pain. The mean value for 
the pain reaction threshold—the point at which the 
subjects were found to wince or to begin to move away 
from the stimulus—was significantly lower for psycho- 
neurotics; 20% of the latter and 4% of controls showed 
a motor reaction at a stimulus value below that at which 
they perceived pain. A significant number of psycho- 
neurotic patients also showed more pronounced motor 
withdrawal, to the extent of moving the head away from 
the aperture. With a given stimulus, 4% of normal 
subjects as opposed to 38% of psychoneurotics moved 
their heads away. There was a tendency for those with 
anxiety neurosis and hysteria to wince with a smaller 
stimulus than did patients with hypochondriasis, but the 
numbers were too small to draw definite conclusions from 
this. 

[In other words, these workers confirm the fact that 
Nervous patients jump more when hurt than do normal 
individuals, and may even jump in anticipation of being 
hurt.] N. S. Alcock 


- 50 miles and even further to receive treatment. 


1723. Ambulatory Electroconvulsive Therapy 

F. FELDMAN, E. GomBerT, and S. E. BARRERA. Journal 
of Nervous and Mental Disease {J. nervy. ment. Dis.] 105, 
171-190, Feb., 1947. 1 fig. 


This paper surveys the practice of Albany, N.Y., 
Hospital in the administration of shock therapy to out- 
patients. Some 3,000 such treatments are administered 
annually. Nine per cent. of the patients had already 
been in hospital for 2 to 4 weeks and were then dis- 
charged for further ambulatory shock treatment. The 
majority of patients so treated are depressives, but the 
exact psychiatric diagnosis is not always easy. The 
age range was 14 to 75, and some travelled by car 10 to 
Careful 
physical and psychiatric examination and supervision 
are necessary and close social contact with the relatives 
must be maintained. In view of the post-convulsive 
attacks of excitement met with in some cases 2 to 3 
hours’ observation is required after treatment, and 
sedatives are held ready for immediate use. 

Exact details are given of the preparations for treat- 
ment and the organization of the department in which 
such therapy is carried out. The training of the nurses 
employed in the unit is of high importance, as on them 
rests the duty of giving confidence to the patient before 
treatment and ensuring his welfare on coming round from 
the shock. Four such nurses are required—1 on duty 
with the patients before treatment, 2 after, and 1 in 
the treatment room. Formal records are kept, and the 
directions given to the patients and their relatives are 
reproduced. 

It is pointed out that in such units the instruction of 
medical students in psychiatric practice is much facili- 
tated. No attempt is made to assess results or classify 
them in accordance with the diagnosis, but the general 
impression is that the unit does extremely useful work 
within the limits of this form of therapy. 

R. G. Gordon 


1724. Steep-wave Electroplexy 
E. B. Strauss and A. MAcPHatL. Lancet [Lancet] 2, 
896-899, Dec. 21, 1946. 7 figs., 3 refs. 


Apparatus previously designed for electric shock 
therapy delivers a sinusoidal alternating current at a 
relatively constant voltage for a selected time interval. 
The impedance between the head-electrodes fails con- 
siderably after the passage of the first few cycles of 
current, and the latter increases throughout the time of 
application. If the first shock fails to produce a con- 
vulsion, second and third shocks are often given at the 
same voltage setting. Hence larger currents pass and the 
threshold of tissue damage may be reached. The total 
energy dissipated in the tissue is neither known nor 
controlled, but depends on the interelectrode impedance. 
Furthermore, a sinusoidal wave form is not considered 
to be the most efficient for producing stimulation with 
the minimum dissipation of energy. : 

The object of the new Strauss-MacPhail apparatus 
is to produce a clinical convulsion with the minimum of 
tissue damage, disagreeable after-effects, and risk of 
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accidents. The apparatus stimulates with repeated 
impulses of “* square wave form ”’, the voltage decreasing 
with each impulse. The total energy delivered and 
dissipated in the tissues can be accurately controlled 
and is independent of the impedance. The voltage of 
the initial impulse can therefore safely be considerably 
higher than that normally used. This is advantageous 
in breaking down the initial high interelectrode impedance, 
after which both the applied voltage and the impedance 
decrease. The shock current is derived from a condenser 
charged from a potentiometer system. The total energy 
delivered cannot be more than the charge on the con- 
denser, and this is proportional to the voltage to which 
the condenser is charged. An electrostatic voltmeter 
across the condenser is calibrated to read the total energy 
in joules. It would be misleading to attempt to measure 
the dose in terms of volts, as the initial voltage is con- 
siderably higher than that used in the constant-voltage 
type of apparatus but falls away to zero during the 
discharge. (A dose of 15 joules in this apparatus corre- 
sponds to an initial voltage of about 300.) The discharge 
circuit includes a magnetically operated switch which 
interrupts the circuit, giving pulses of square-wave form. 
These can be applied to the patient either as monophasic 
or diphasic stimuli. Monophasic stimulation is said 
to produce less confusion and to make for a quieter 
recovery than diphasic; 25 joules is sufficient for all 
patients. Diphasic stimulation ensures convulsion in 
difficult cases, and 20 joules is considered sufficient. 

The authors claim that on account of the high voltage 
of the initial impulses and of the steepness of the wave 
front the usual preparation of the skin is not necessary, 
and also that smaller electrode areas may be employed. 
The apparatus is self-contained and can be fed from either 
A.C. or D.C. mains or a 12-volt accumulator. 

C. C. Evans 


1725. TheUseof Electric Shock Therapy in Psychoneurosis 
D. M. HAMILTON. American Journal of Psychiatry 
[Amer. J. Psychiat.] 103, 665-668, March, 1947. 2 refs. 


Until 1942, shock therapy was not used for psycho- 
neurotics admitted to the New York Hospital (West- 
chester Division). Since then selected cases have been 
treated in this way. These were chosen from “ those who 
did not show a quick response to the usual mode of 
treatment and in whom the neurotic pattern was so deeply 
impressed and their preoccupation with their symptoms 
so great that a psychotherapeutic approach was blocked ”’. 
It is thought that shock treatment does not affect the 
background personality but may break up the pattern 
of neurotic symptoms, relieve psychosomatic “ habits ”’, 
. and make the patient more amenable to the influence of 
the psychotherapist. Early memories may also be more 
easily reached. It is suggested that for psychoneurotics 
shock treatment may have a sexual connotation, either 
pleasant in the form of a gratifying orgasm or unpleasant 
in the form of a castration threat. Shock therapy is 
not started for some time after admission to hospital, 
until the patient has become acclimatized and until the 
meaning and procedure of the therapy have been ex- 
plained to him. The course of shock therapy is followed 


by 4 months’ further residence in hospital, during which 
intensive psychotherapy is given as well as other treatment 
appropriate to the condition. 

Fifty patients receiving shock therapy were compared 
with 200 controls; the average stay in hospital was 
54 months in the former group and 84 months in the 
latter. Of the shock cases 80% went home recovered or 
much improved as against 59% of the controls; 96° 
of the former received some benefit and 75% of the latter. 

R. G. Gordon 


1726. Intensive Electrical Convulsion Therapy in Acute 
Mania 


F. T. THorpe. Journal of Mental Science [J. ment, 
Sci.] 93, 89-92, Jan., 1947. 11 refs. 


The object of this paper is to draw attention to the 
value of electric convulsion therapy in mania. For 
successful treatment of this condition “* intensive therapy ” 
is required. The author begins with several shocks daily 
until the excited state is suppressed, and follows this up 
by frequent spacing of shocks to permit relapse. He 
considers it necessary “* to push therapy to the stage where 
mental confusion is produced’’. With regard to the 
possible ill effects, he feels that “* the risk of producing 
irreversible brain damage or dysrhythmia is questionable, 
and has not been- proved”. He reports summarily 
12 recoveries. The ages of the patients range from 
16 to 66, the number of fits given from 8 to 50, and the 
duration of hospital treatment from 1 to 7 months, 
No case histories are given. E. Guttmann 


1727. Discussion: Leucotomy as an Instrument of 
Research 

A. Meyer, T. McLarpy, G. D. GreviLte, S. L. Last, 
F. REITMAN, and M. B. Bropy. Proceedings of the 
Royal Society of Medicine [Proc. R. Soc. Med.| 4, 
141-150, Feb., 1947. 1 fig., 38 refs. 


Meyer and McLardy discuss neuropathological 
studies of 27 brains after leucotomy. A table shows that 
the incisions were very variable and that a bilateral 
lesion through the whole of the white matter was seldom 
attained. The problem of the alleged relation of per- 
sonality changes to frontal lesions and the relevant 
literature are discussed. Of 19 patients who survived for 
7 weeks to almost 4 years, only 6 had shown symptoms 
of a frontal-lobe deficit syndrome, yet the pathological 
findings in the two groups were not significantly different. 
The 3 cases with bilateral involvement of the medial 
segment of the prefrontal region were the only cases 
with post-operative confusion. Severe restlessness was 
noted in 2 patients in whom the striatal region was in- 
volved in the cut, and rhythmic movements of the head 
in 1. In 2 patients with marked post-operative vaso- 
motor and trophic disturbances in the limbs, area 6 was 
bilaterally involved. 

Greville and Last describe electroencephalography in 
35 cases, usually before operation and 1 day, 10 days, 
3 weeks, 6 weeks, 3 months, and 1 year after. In most 
of them the voltage and amount of alpha activity increased 
after operation. The voltage of the fast activity tended 
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to diminish, and there was. some indication that the 
amount tended to decrease also. Delta activity occurred 
at some time after the operation in more than half the 
cases. At first it might appear all over the cortex, but 
was soon largely localized in, the frontal areas. Theta 
activity was even more frequent and remained more 
constant with time than delta activity. 

Reitman bases physiological research upon the 
supposition that partial severance of the thalamo-frontal 
radiation induces alteration in autonomic balance. He 
describes changes in the parasympathetic functions as 
evidenced by study of the influence of the vagus on 
gastric function. 

Brody tested patients before and at intervals after 
operation with a vocabulary, Terman-Merrill, modified 
Babcock, Porteous, Passalong, Kohs, Shipley-Hartford, 
matrix, and a variety of sorting tests, and later with 
tests of the Goldstein type. In all cases the results 
showed no impairment present. -Apparently the pre- 
frontal area plays no (or no indispensable) part in the 
so-called higher intellectual processes. These probably 
depend on some integrated activity of the cortex as a whole. 

Each contribution contains various details and iso- 
lated observations and some plans, suggestions, and 
hints for further studies and further theories. 

Harry Stalker 


1728. Personality Changes after Leucotomy 
E. L. Hutron. Journal of Mental Science {J. ment. 
Sci.] 93, 31-42, Jan., 1947. 


Leucotomy must be judged not only by the amount 
of improvement following it but also by the nature and 
degree of change between the pre-morbid and the post- 
leucotomy personalities. Some change may, however, 
be due.to the illness. 

Ten patients were studied, 18 months to 5 years after 
the operation, and the pre-morbid, morbid, and post- 
leucotomy personalities of each are reported in some 
detail. Four suffered from schizophrenia, 2 from severe 
hypochondriacal states, 1 from melancholia with delu- 
sions of persecution, and 3 from depression with feelings 
of inferiority and self-reproach. There were also con- 
siderable variations in age, social status, education, 
occupation, intellectual ability, and temperament. Yet 
all showed, in varying degree, certain pre-morbid 
personality features, which disappeared after leucotomy. 
The most outstanding was self-consciousness—abnormal 
awareness of self—accompanied usually by shyness and 
Teserve, and sometimes by inferiority feelings. With it 
went a lack of social adaptation and a restriction of 
personal relationship; none made friends easily; some 
were disturbed by this and others rather prided themselves 
on it. In spite of their egocentricity and self-preoccupa- 
tion, most had genuine affection and sympathy for others. 
Most were conscientious, meticulous, and definitely 
religious. During the illness the egocentricity and self- 
preoccupation increased enormously. 

After operation, self-consciousness was much less. 
There was less shyness and reserve; no embarrassment 
in meeting people; more indifference to adverse criticism 
and considerably less preoccupation with bodily func- 


tions. Sometimes the patient appeared smug and self- 
satisfied. Awareness of others’ feelings was decreased; 
some became noticeably tactless, one openly rude and 
offensive. Emotional life was shallow: none made new 
friends and some appeared to lack their former affection 
for relatives. There was increased self-indulgence and 
egoism, the patient unconcernedly living his own life 
and attending to his own needs, but at the same time 
taking a greater interest in the environment and having 
a rather wider range of interests. Sometimes activity 
was restricted by inertia. Some patients were less 
truthful, less reliable, and less scrupulous than before, 
and had less interest in religion. There was no evidence 
of increased anti-social activity or of immorality. There 
was no sexual excess but in some the marital relationship 
was improved. Intelligence seemed to remain un- 
impaired, and where the physical drive was adequate 
they seemed to be as successful in work as before, some 
even a little more so. The sense of personal responsi- 
bility was somewhat reduced and worry and anxiety 
about the future rarely appeared, though the patients 
reacted normally to immediate situations. 

[This is an important subject, of which more studies 
are needed. How far is the release of the previous 
inhibitions and emotional tension bound up inseparably 
with both the desirable and the undesirable personality 
changes?} Harry Stalker 


1729. Prevention of Respiratory Embarrassment in 
Therapeutic Curarized Convulsions 

M. Bropy. Science [Science] 105, 285-286, March 14, 
1947. 6 refs. 


As asphyxia and cyanosis occur so often in convulsions 
it was thought that cerebral anoxia might be the operative ' 
factor in therapeutic shock for mental illness. This, 
however, has been disproved. Indeed, asphyxia increases 
cardiac strain and may be responsible for fatalities or 
dangerous conditions. 

Chemical stimuli and oxygen are useless in combating 
this asphyxia; after the convulsions the trismus prevents 
opening and closing of the air passages. Some patients, 
mostly agitated depressives or arteriosclerotics with a 
deficiency of the respiratory apparatus, are “ hard 
breathers’’. In these asphyxia is most dangerous. 
Curare does not help much, since it increases respiratory _ 
difficulty and asphyxia. Premedication with barbiturates 


‘diminishes agitation and allows the giving of larger 


doses of curare but increases post-convulsive apnoea. 
The author advocates the passage of a Gueder rubber 
airway during the convulsion at a stage after the tonic 


flexion phase when the mouth is widely opened. Before 


the convulsion is over the patient is turned so that 
mucus and saliva can escape through the airway; 
respiration begins very shortly after the end of the con- 
vulsion. Directly respiration becomes normal and the 
jaw relaxes the airway can be removed. If there is a 
centrally induced period of apnoea respiration may be 
maintained through the airway, which meanwhile acts 
as an efficient gag, by abdominal compression. It has 
been found that if respiration is maintained post-con- 
vulsive headache, nausea, and confusion are considerably 
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diminished. Post-convulsive hypertension may be 
dangerous and is due to: (1) anxiety and restlessness, 
relieved by intravenous barbiturates; (2) muscular 
exertion, relieved by curare; (3) asphyxia, relieved by 
introduction of the airway, and (4) cardiac convulsive 
activity, a local manifestation in the heart muscle of the 
generalized convulsion. This is diminished if asphyxia 
is prevented. If, therefore, barbiturates, curare, and 
the airway technique are used, “ most cardiac patients 
can stand the convulsion with minimal evidence of cardiac 
strain ”’. R. G. Gordon 


1730. Ten Years’ Experience of Insulin Therapy in 
Schizophrenia 

R. K. FREUDENBERG. Journal of Mental Science [J. 
ment. Sci.] 93, 9-30, Jan., 1947. 29 refs. 


This is a paper read before the Royal Medico-Psycho- 
logical Association. Some of the literature on insulin 
therapy in schizophrenia is summarized, reports of 
favourable results being noted. Having postulated that 
there should be adequate numbers of treated and of 
untreated patients, and that both series should come 
from the same hospital and be diagnosed by the same 
methods, the author criticizes, inter alia, the report of 
Millar et al. [which in the abstracter’s opinion conforms 
to these criteria] on the grounds of insufficient con- 
sideration of duration. More than 30 bouts of insulin 
coma together with, in many cases, 4 to 8 fits caused 
electrically or by cardiazol administration should be 
induced. Fits are induced before giving insulin if 
there are manic-depressive features, or added if no results 
appear after 20 attacks of coma. 

In the past 10 years 112 schizophrenics have been 
treated, and the results are analysed in detail according 
to degree of improvement after 2 months, relation to 
duration and type of illness, and follow-up where 
possible. Of those ill less than a year 80-1% were able 
to leave hospital; 53-6% of those ill 1 to 3 years and 
28-6% of those ill more than 3 years were discharged. 
Atypical cases with manic-depressive or confusional 
features gave the best results; poorer response was 
obtained from catatonics, and least from paranoiacs. 
The author compares his results with the follow-up of 
an untreated series reported by Guttmann, Mayer-Gross, 
and Slater. Their patients were untreated because the 
prognosis appeared good; they held that any method 
offering better results than could be achieved spon- 
taneously would be justified. The effects of insulin 
treatment were somewhat better. “‘ Insulin is certainly 
not a panacea for all cases of schizophrenia, and results 
over a long distance are not yet very satisfactory. Butso 
far nothing superior has been evolved, and until better 
methods are available it should be more generally used.”” 

In discussion Sargant said that the quality of a remis- 
sion obtained with insulin is often much better than that 
seen after more conservative measures. Smith reported 
119 female patients: 101 were discharged, and of these 
21 relapsed and 2 could not be traced (follow-up varied 
up to 4 years); 2 patients in early pregnancy and 3 girls 
of 14 were successfully treated. Mayer-Gross compared 
a 3-year follow-up of 50 treated patients with the above 


control series of good prognosis. Recoveries averaged 
54% against 34%, and invalids 34% against 51%. Bierer 
gave a reminder that the criteria for the diagnosis of 
schizophrenia and the reported results of insulin therapy 
varied greatly. McInnes noted that schizophrenic 
patients improved most when they received insulin 
therapy in groups, and wondered whether this group 
experience and the further group experience of the danger 
of the treatment—as it must appear to the patients— 
contributed to the improvement. Hickman confirmed 
the fact that when a substantial group of patients for 
treatment was divided into two separate subgroups the 
results were not so good. Henderson had, on the whole, 
been dissatisfied with the results of insulin therapy. The 
main question was that of diagnosis. To make a diag. 
nosis within the first 2 or 3 weeks was contrary to the 
experience of those who had worked in mental hospitals 
all their lives. Patients newly admitted were not given. 
time to make an adequate recovery. Harry Stalker 


1731. The Use of Hypnosis in the Treatment of Acute 
Combat Reactions 

F. D. KARTCHNER and I. N. KoRNER. American Journal 
of Psychiatry [Amer. J. Psychiat.| 103, 630-636, March, 
1947. 3 refs. 


It is not claimed that hypnosis is more than an aid 
in treatment; it cannot replace general psychotherapeutic 
procedure. It is useful in dealing’ with periods of 
amnesia in acute combat neuroses; various symptoms 
may disappear when these memories are restored. 
Troublesome individual symptoms, such as insomnia or 
stuttering, may likewise be removed so as to leave the 
way clear for more extensive psychotherapy. Three 
illustrative cases are quoted. Sometimes hypnosis helps 
to connect the effects of acute combat neuroses with 
long-standing maladjustments. Certain dangers of 
hypnotic treatment are discussed. One of these is that 
the therapist may “‘ dip down too far’? and unmask a 
psychosis or partially uncover material with which he 
has not the time or facility to deal by complete psycho- 
analytic procedure. A second is the establishment of 
too strong a transference not easily broken. Further, 
the release of inhibitions under hypnosis may give the 
therapist a one-sided and erroneous picture of the patient's 
personality. Again, there may be a tendency to push 
therapy along too rapidly with the help of hypnosis, 
for often readjustments require considerable time to 
make and too great haste may result in ultimate failure. 
The experienced therapist can, however, minimize or 
avoid these dangers and use hypnotism to great advantage 
in his treatment. R. G. Gordon 


1732. Disturbance 
Ernahrungstriebe) 
R. SCHNEIDER. Schweizer Archiv fiir Neurologie und 
Psychiatrie [Schweiz. Arch. Neurol. Psychiat.] 58, 315- 
366, 1947. 99 refs. 


of Appetite. (Stérungen der 


1733. The Measurement of Human Skill 
F. C. BARTLETT. British Medical Journal [Brit. med. J.] 
1, 835-838, June 14, 1947, and 877-880, June 21, 1947. 
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1734. Fractionation of the Nuclei of Chicken Red Cells 
and Concentration of the Virus of Influenza. (El fracciona- 
miento de nucleos de eritrocitos de pollo y la concentra- 
cion del virus de la influenza) 

§, LAJMANOVICH and N. MITTELMAN. Revista de la 
Sociedad Argentina de Biologia (Rev. Soc. argent. Biol.] 
22, 339-347, July—Dec., 1946. 15 refs. 


By treating the red cells of chickens with different 
solvents the authors have obtained from the nuclei 
protein fractions which adsorb the virus of influenza 
and allow for its subsequent elution with greater ease 
than is the case with intact red cells. The various 
fractions and their action are shown in the table. 


Adsorption 
Solvents Fraction| of influenza 
virus A 
alcohol Al 95-99% 90-95% 
ether. As 0 0 
alcohol and Bl 90-95% 85-90% 
ether. Bs 0” 
Acetone and ether { 


Al, B!, and Cl are insoluble residues from the solvents. 
As, Bs, and Cs are residues produced by the evaporation 
in vacuo of soluble fractions. 
G. M. Findlay 


1735. The Effect of Penicillin on the Vaccinia Virus 

M. A. Gouwar and A. BASHATLI. Journal of Tropical 
Medicine and Hygiene [J. trop. Med. Hyg.] 49, 115-116, 
Dec., 1946. 


This work was originally undertaken to test whether 
penicillin could be used instead of glycerin to destroy the 
bacterial contaminants present in vaccine lymph. It was 
found, however, that vaccinia virus is relatively sus- 
ceptible to the action of penicillin. In one experiment 
a concentration of 100 units of penicillin per ml. killed 
Staphylococcus albus in 12 hours and vaccinia virus in 
3 days at 22° C. and at 4° C. 

The effect of penicillin in the treatment of experi- 
mental vaccinia in rabbits was therefore studied. Six 
batches, each of 3 rabbits, were inoculated intradermally 
with rabbit vaccine virus. One batch was retained to act 
as controls, and all the other rabbits were given 1,000 
units of penicillin 3-hourly for 3 days, a total of 24,000 
units. The time after infection at which treatment was 
begun varied in the different batches. Batch 1 received 
the first dose immediately, and the other batches after 
1, 2, 3, and 4 days respectively. One rabbit in each of 
the treated batches was also given a local application of 
Ointment containing 500 units of penicillin per gramme. 


When 2 or more days elapsed between infection and 
treatment the resulting lesions were not appreciably less 
severe than those of the ufitreated controls. On the 
other hand, rabbits treated immediately after infection 
or 1 day later showed only trivial lesions. However, 
2 days after treatment had ceased scattered papules 
appeared, but these were arrested if injections were 
continued for a further 3 days. In an additional experi- 
ment treatment was again begun either immediately or - 
1 day after infection but was continued for 5 days. In 
these cases no lesions appeared after cessation of treat- 
ment. The local application appeared to be of some 
slight value. The author concludes that penicillin might 
be of some use in the treatment of variola if given early, 
but the dosage and duration of treatment could be 
determined only by trial on smallpox patients. 
J.C. Broom 


1736. The Effect of Vaccination on the Incidence of 
Influenza B 

G. K. Hirst, A. Vitcues, O. RoGers, and C. L. Rossins. 
American Journal of Hygiene [Amer. J. Hyg.] 45, 96-101, 
Jan., 1947. 1 fig., 12 refs. 


During an extensive epidemic of influenza B in 
December, 1945, an investigation was carried out among 
students of Yale University. A military group of 550 
and a naval group of 1,050 were closely studied. The 
first had been vaccinated 2 to 4 weeks before the peak of 
the epidemic, with 1 ml. of formalin-killed mixed A and 
B influenza vaccine. The second group were un- 
vaccinated. The groups were separate in their activities 
and housing, but lived under exactly similar conditions 
and had the same medical attention. Influenza was 
diagnosed when there was a temperature of 100° F. 
(37-8° C.) or higher, with respiratory symptoms such as 
cough, sore throat, or coryza, and with no evidence of 
other clinical entity. The vaccinated group showed an 
attack rate of 0-5%, the unvaccinated a rate of 12-5%. 
Among civilian students the condition was also prevalent, 
but their less well-regulated life precluded an accurate 
survey. Exhaustive serological and virus isolation 
studies were carried out on a sufficient number of cases 
to leave little doubt as to the uniformity of the clinical 
diagnosis or that the epidemic was almost entirely of 
influenza B. 

In 1943 experiments of a similar kind were carried out 
with influenza A virus. The vaccination was performed 
on alternate individuals and the attack rate in the controls 
was only 8 to 9%, as compared with 12-5% in the series 
now described. The reason proffered for this is that in 
the present investigation the control series consisted of a 
separate group and did not contain alternate vaccinated 
cases, so that the likelihood of infection was higher. 
The opposite state of affairs obtained in the vaccinated 
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group, since their chance of contact with infection was 
lowered by the exclusion of control cases. For the same 
reason it is implied that more effective results may be 
obtained from mass protection than from vaccination of 
a small part of the population. Experiments have shown 
the presence of some immunity to influenza B virus up to 
4 months after vaccination, but the immunity to influenza 
A at this time was negligible. Richard D. Tonkin 


1737. Symposium on Infectious Hepatitis. Gastro- 
intestinal Manifestations of Acute and Chronic Infectious 
Hepatitis 

M. H. BARKER and R. B. Capps. Review of Gastro- 
enterology [Rev. Gastroenterol.] 14, 9-16, Jan., 1947. 
26 refs. 


Acute infective hepatitis may attack the individual 
without causing icterus; this may be followed by a 
chronic or recurrent condition. The authors claim that 
“ proper therapeutic measures ”’ are effective in shortening 
the course and improving the prognosis; they therefore 
consider it important to make the correct diagnosis as 
early as possible in both diseases. The early symptoms 
in acute hepatitis are of two types—acute febrile and 
acute gastro-intestinal. In the chronic cases, however, 
the symptoms are mostly those related to the gastro- 
intestinal tract together with general fatigue. In both 
types there is a leucopenia with a relative lymphocytosis 
and many “ vacuolated atypical toxic lymphocytes ”’. 

Diagnosis of the chronic type may be difficult, but may 
be helped by the use of liver function tests after exercise 
and by liver biopsy. In the experience of the authors no 
single laboratory test has proved wholly reliable in the 
diagnosis of chronic hepatitis, but the bromsulphalein 
and cephalin cholesterol flocculation tests are of value. 
Others which aid the diagnosis are the appearance of 
urobilinogen in the urine after exercise, raised serum 
alkaline phosphatase and serum globulin, and a prompt 
direct van den Bergh reaction. E. M. Darmady 


1738. Relapses and Recurrences of Infectious Hepatitis 
E. RAPPAPORT and G. KLATSKIN. Review of Gastro- 
enterology [Rev. Gastroenterol.) 14, 17-41, Jan., 1947. 
5 figs., 19 refs. 


The factors causing relapse and recurrence in 125 cases 
of infective hepatitis are analysed. In the opinion of 
the authors most important points in the treatment of 
infective hepatitis are good nutrition, rest in bed until 
liver tenderness has disappeared, and cautious resump- 
tion of progressive physical activity. At the same time 
liver function studies should not be ignored, since these 
may indicate residual liver damage, attention to which 
may avoid a subsequent recurrence. The authors found 
persistent symptoms—dyspepsia and upper abdominal 
pain—in 48 cases (56-°5°%) which might have been inter- 
preted as portending relapse. 

The precipitating factors in causing recurrence appeared 
to be physical exercise, alcoholism, secondary infection, 
nitrous-oxide anaesthesia, and arsenotherapy. The 
possibility of reinfection by a different strain of virus 


introduced by injection of serum is not precluded by the 
authors. It seemed that recurrences within 3 months of 
the initial illness were more severe; this was most marked 
in the South Pacific theatre of operations. Usually the 
second attack was more prolonged than the first. The 
differential diagnosis is not difficult; the disease jg 
simulated by haemolytic anaemia and amoebic hepatitis, 
The prognosis of the early recurrent case depends upon 
the depth and duration of the jaundice and the number of 
previous attacks. Treatment of recurrence consisted of 
prolonged rest in bed, but in spite of this only 20 patients 
(23-5%) were cured; the remainder had evidence of major 
and minor residual changes. The major residual group 
exists in 3 clinical types: (1) persistent hyperbilj- 
rubinaemia; (2) chronic persistent hepatitis; and 
(3) multiple nodular hyperplasia. Late recurrences (40) 
took place one or more years after the previous attack, 
although the incidence was higher in the second year. In 
8 cases there were multiple attacks. Frequently thesecond 
attack was occasioned by the virus of serum jaundice 
or of infective mononucleosis. As a rule the severity of 
the illness in contradistinction to the “ early relapse” was 
mild, but the ultimate prognosis as regards cure is poor. 
The authors express dissatisfaction at the methods avail- 
able for treatment and, stressing the fact that the majority 
of cases with serious sequelae came from the South 
Pacific, suggest that malnutrition may play an important 
part. They do not consider that chronic infective 
hepatitis results in cirrhosis of the Laennec type. 
E. M. Darmady 


1739. Dust Control in Measles Wards, with a Note on 
Sulphadiazine Prophylaxis 

N. D. Beco, E. W. SMELLiE, and J. WriGut. British 
Medical Journal {Brit. med. J.) 1, 209-215, Feb. 8, 
1947. 18 refs. 


The authors have repeated the experiments the results 
of which were recorded by Wright, Cruickshank, and 
Gunn (Brit. med. J., 1944, 1, 611). Although the latter 
obtained highly satisfactory results, the known variability 
of infectious diseases in place and time made it desirable 
to see if the effects then observed could be repeated in 
another epidemic period and in a different hospital. 

For the main experiment two wards, accommodating 
20 patients each, were chosen. Standard conditions 
were laid down in regard to bed spacing, ventilation, 
allocation of patients, sterilization of bed-linen, and 
nursing and medical techniques. In one ward dust- 
suppressive measures were taken and involved the 
application of spindle oil to the floors and the treatment 
of all blankets, linen, and patients’ garments with 
technical white oil. No suppressive measures were 
adopted in the other ward. In both wards routine 
bacteriological methods included air sampling once 
weekly during bed-making and during sweeping; nose 
and throat swabs from all patients before admission to 
the wards, weekly thereafter, and on the day of dis- 
missal; nose and throat swabs weekly from all members 
of the ward and laboratory staff; further swabs taken as 
occasion demanded at the daily medical examination of 
patients; the grouping (Lancefield) and typing (Griffith) 


of: 
ob 
be 
ba 
wa 
str 
ex 
or 
we 
9€ 
in 
O 
fr 
th 
3; 
st 
ty 
fe 
0 


VIRUS DISEASES . 553 


of representative Streptococcus pyogenes from the cultures 
obtained. 

The results of air sampling were as follows. During 
bed-making the oiled ward showed a reduction in total 
bacterial count of 92%. A curious feature, however, 
was that although the reduction in mean Str. pyogenes 
count was of similar magnitude (95%) the “ weight” of 
streptococci in the unoiled ward was rarely high and 
exceeded 50 colonies per 100 cu. ft. (2-832 m. 3) of air 
on only 3 occasions. During sweeping the reductions 
were; total bacterial count, 79%; Str. pyogenes count, 
96%. Again, however, the low content of Str. pyogenes 
in the unoiled ward air was surprising; from 10 of the 
17 samplings no haemolytic streptococci were obtained. 
Of 81 colonies of haemolytic streptococci examined 
from the unoiled ward, 79 belonged to Group A. Of 
these the types were: type 1, 1; type 11, 3; type 11/28, 
3; type 12, 1; type 25, 8; type “ impetigo 19 ”, 3; and 
“ type not found ” , 60. From the oiled ward 27 ‘colonies 
showed 23 of Group A. The types were: type 4/24, 1; 
type 6, 1; type 12, 14; type 25, 1; and “type not 
found ”’, 6. Thus, although the unoiled ward showed a 
rather heterogeneous collection with no highly prevalent 
type, the oiled ward showed a slight poopondemnce of 
one type—namely, type 12. 

The main results are summarized in the following two 
tables constructed from figures in the text: 


TABLE I 
Unoiled| Oiled 
ward ward 
1. Patients treated 186 190 
2. Total cross-infections 39 


3. Cross-infecting strain cultured om 
Throat 20 26 


Nose and throat 1 7 
Ear, e 1 1 
4. Middle-ear (haemolytic 
streptococci) ; 0 1 


5. (a) —= rate on admission (haem. 


Pp.) 
(b) Number of “ heavy nasal car- 


riers *’ (haem. strep.) . 9 11 
(c) Middle-ear suppuration ‘on ad- 
mission (nursed 11 
(d) Skin sepsis (all grades) * 
On admission a 14 26 
Developed in hospital “ea 16 15 


* The mean cross-infection rate for all cases was 17%; 
for children with skin sepsis it was 28%. 


TABLE II. 
Comparison of some of the Results between 1943 and 1945 


| 1943 | 1945 


% 
Cross-infection rate in unoiled ward 58 12 
Predominance of single type of haemolytic 


Streptococci .. + we 
Proportion of plates with heavy streptococcal A 

growth 72 25 
Nasal cross-infection rate .. 60 8 


Thus the contrast between the 1943 and 1945 epidemic 
was striking, and it did seem that the spread of haemolytic 
streptococci was favoured in the former. Indeed, it is 
of some interest that, of the 376 patients involved in the 
study, only one “ late’? middle-ear suppuration occurred 
—an incidence of 0-3. Despite the apparent inefficacy 
of the measures adopted, the authors feel that dust- 
suppressive measures should be investigated further, 
since epidemic conditions may vary from year to year. 
In view of the low streptococcal cross-infection rate 
in these two study wards, the results of the use of 
sulphadiazine in a third ward were inconclusive: 10% - 
became cross-infected and none developed middle-ear 
suppuration. No toxic effects were noted from the 
drug. J. Anderson 


1740. Complications of Rubella: Essential Thrombo- 
cytopenia, Encephalitis, and Congenital Malformations. 
(Komplikasjoner ved rubeola. Trombopenisk purpura 
encephalitt-misdannelser) 

A. NuA. Tidsskrift for den Norske Legeforening (Tidsskr. 
norske Legeforen.] 66, 775-776, Dec. 15, 1946. 3 refs. 


Two cases of thrombocytopenic purpura occurring as . 
a complication of rubella are described. The first 
occurred in a female child aged 24 years. Six days 
after the appearance of the rash a slight continual 
epistaxis began, followed later by bleeding from the 
mouth. Both symptoms continued into the next day, 
when red and blue spots appeared on the arms and legs. 
There were no general symptoms. On admission to 
hospital, haemorrhages in the conjunctiva, tongue, and 
inner surfaces of the cheeks were found. The cervical 
and inguinal lymph nodes were enlarged. The liver and 
spleen were not palpable. The platelet count was 
9,000 per c.mm. on admission, rising to 375,000 after 
2 months’ treatment. The bleeding time was longer than 
15 minutes. Blood transfusions were given, and the 
patient was discharged free of symptoms after 6 weeks. 
The second case occurred in a girl aged 9 years. Slight 
epistaxis appeared on the second day of the disease and 
continued for several days. Haemorrhages appeared in 
the skin, and the patient was admitted to hospital on the 
seventh day. She was pale and weak, with numerous 
petechiae and ecchymoses all over the body, particularly 
on the legs. The cervical, axillary, and inguinal nodes 
were enlarged. The liver and spleen were not palpable. 
Transfusions were given, and the patient was discharged 
free of symptoms after 13 days. The platelet count was 
3,000 per c.min. on admission, rising to 62,000 on dis- 
charge and 222,000 1 month later. 

A case of encephalitis occurring asa complication of 
rubella in a 12-year-old girl is also described. On the 
third day of the disease there were nausea and vomiting, 
increasing on the fourth and fifth days; the patient was 
admitted on the sixth day in coma. There was no neck 
rigidity and Kernig’s sign was absent. There was some 
muscular rigidity but no paresis, and the reflexes were 
normal. The condition progressed and death occurred 
after one week. At post-mortem examination the brain 
was oedematous and hyperaemic; there were acute 
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degeneration of the neurones in the cortex and haemor- 
rhage in the lenticular nucleus. Bronchopneumonia 
and fatty degeneration of the liver were also present. 
The subject of congenital malformations mentioned in 
the title is discussed in the next paper (Abstract 1741). 
D. J. Bauer 


1741. Congenital Defects as a Result of Rubella in the 
Mother during the Early Months of Pregnancy. (Med- 
fodte misdannelser som folge av rubeola hos moren i de 
forste svangerskapsmaneder) 

H. HAGELSTEEN. Tidsskrift for den Norske Legeforening 
(Tidsskr. norske Legeforen.| 66, 777-778, Dec. 15, 1946. 
4 refs. 


The author describes 2 cases of congenital defects 
occurring in the children of women who had had rubella 
in the early months of pregnancy. In a female child 
aged 2 months there was pronounced facial malformation, 
with deformation of the auricles and atresia of the 
external meatus. Hearing was apparently normal, 
although it was difficult to be certain of this point on 
account of the age of the patient. The palpebral fissures 
were small and the lateral canthi depressed. There were 
no abnormalities to be seen on ophthalmoscopic examina- 
tion. The zygomatic arches were apparently missing on 
both sides. The mother had had rubella in the thirteenth 
to fourteenth week of pregnancy. There was no family 
history of congenital defect. In the second child, a 
female 44 years old, there were unilateral congenital 
cataract and also a patent ductus arteriosus. The mother 
had a febrile illness during the first month of pregnancy 
which was not diagnosed at the time but which was 
probably rubella. D. J. Bauer 


1742. Epidemic Encephalitis in Military Personnel. 
Isolation of Japanese B Virus on Okinawa in 1945, Sero- 
logic Diagnosis, Clinical Manifestations, Epidemiologic 
Aspects and Use of Mouse Brain Vaccine 

A. B. Sasrn. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.| 133, 281-293, Feb. 1, 1947. 
4 figs., 22 refs. 


“*Summer”’ encephalitis appears to be endemic in 
Okinawan natives and attacks chiefly the younger age 
groups. Virus-neutralization tests carried out in mice 
by the intracerebral route showed an increasing incidence 
of antibodies with age in healthy natives (90% positive 
at 20 years of age and over, 55% positive at 10 to 19 years). 
The complement-fixation test was only rarely positive 
with the sera of healthy natives, suggesting that this 
antibody disappears fairly quickly on recovery from 
infection although the neutralizing antibody persists. 
It would thus seem that the presence of a high titre of 
complement-fixing antibody may be indicative of recent 
infection. Neutralizing antibodies were demonstrated 
in the sera of a number of Okinawan horses and goats 
but not in chickens. No evidence was found to incrimi- 
nate as vector the predominant Okinawan mosquito, 
Culex quinquefasciatus. 

There was an outbreak of the disease in the native 
population from July to September, 1945. At this time 
38 U.S. military personnel had an illness suggestive of 


virus infection of the nervous system, 12 showing signs 
of frank encephalitis and 2 dying. No cases of encepha- 
litis occurred among the more than two-thirds of the 
American armed Forces quartered in the southern part 
of the island, from which almost the entire native popula- 
tion and domestic animals had been removed. 

With the aid of both the neutralization and complement- 
fixation tests, a specific serological diagnosis of Japanese 
B encephalitis was made in 9 military patients in addition 
to the 2 who died. These cases were in the northern 
portion of the island, where mosquitoes were numerous, 
An outbreak of malaria due to Plasmodium vivax 
occurred in natives and troops at the same time as the 
encephalitis. Appreciable amounts of neutralizing anti- 
body were present as early as 3 days after the onset of 
symptoms. Anapproximately tenfold or greater increase 
in the intracerebral neutralization index was demonstrated 
in 5 of the cases in convalescence, but this increase might 
not occur until from 3 to 5 or even more weeks after 
onset. Complement-fixing antibody in low titre was 
also found as early as from 2 to 7 days after onset in 
6 out of 9 patients. Again, the rise in the titre of this 
antibody in convalescence might be delayed for 5 weeks. 
Cross-reaction with St. Louis encephalitis virus antigen 
was observed with the serum of 1 patient only (in 
convalescence), probably representing a late response 
to the common antigen possessed by the two agents. 

Over 300,000 persons received two to three doses of a 
mouse-brain vaccine of Japanese B encephalitis virus. 
There were no cases suggestive of demyelinating 
encephalopathy but there were a few instances of allergic 
reactions, perhaps due to sensitization to formaldehyde 
solution. A. J. Rhodes 


POLIOMYELITIS 


1743. Further Observations on Blood Grouping in 
Poliomyelitis 

C. W. JUNGEBLUT, H. E. KArowe, and S. B. BRAHAM. 
Annals of Internal Medicine [Ann. intern. Med.| 2%, 
67-75, Jan., 1947. 20 refs. 


The authors give a brief summary of previous investiga- 
tions on the relative incidence of the blood groups 
among patients with poliomyelitis in various parts of the 
world. From these it appears that there is a tendency, 
at any rate among paralytic cases, for group B to occur 
slightly less frequently than among normal controls, the 
incidence of group O and/or group A being correspond- 
ingly increased. One paper is quoted which suggests 
that the increased incidence of group A among paralytic 
cases of poliomyelitis is due to a selective increase in 
subgroup Ag. 

The present paper records the results of blood group- 
ing in 220 cases of paralytic poliomyelitis occurring in the 
New York area in 1944-5. Of these cases 187 were also 
typed for the Rhy factor, and saliva from 116 (of groups 
A,, Ao, B, A,B, and A,B) was examined for the presence 
of the corresponding blood-group substance. Of the 
220 patients, only 1 was coloured, the majority being 
children under 10 years of age. The degree of paralysis 
was classified as moderate to severe in 190 and light in 30. 
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The controls for the main blood groups comprised 
20,211 normal donors typed at the blood bank of the 
Presbyterian Hospital, New York City, between 
November, 1942, and May, 1945. A series of 1,077 

white individuals typed for subgroups A, and A, by 
Wiener in New York between 1933 and 1943 served as a 
control for the incidence of these subgroups. Controls 
for the presence of blood-group substance in the saliva 
were obtained from 111 normal medical students of 
groups A, B, and AB, and from data published 
independently ky two other observers. 

The following table shows the incidence of blood 
groups among the poliomyelitis cases and the two control 
series: 


| | 
Group:| O | A | A, B A.BIA.B 
Poliomyelitis . . 42: 72) 43°18 27-27) 18: 9 10-9 3-18 2-271 0-9 
Controls 45-49 36-41, — | 13-6, 4-49) — | — 
Controls 
ner) 41-7 379 290 8-9} 13-9) 66 5-2 
| 


The slightly lower incidence of group B among paralytic 
cases of poliomyelitis reported by previous observers is 
thus confirmed in this series, and a slightly higher inci- 
dence of group A, due to a selective increase in sub- 
group Ag, is also shown. The differences, though small, 
are considered by the authors to be statistically significant. 
The incidence of Rhp-positive cases among the polio- 
myelitis cases was 81:3°%%, which was not considered a 
significant deviation from the normal figures. The 
incidence of those not secreting blood-group substance 
in the saliva, however, showed an increase among the | 
poliomyelitis cases which was again considered to be 
statistically significant. The figures were as follows: 


Non- 
No. of cases | Secretors 
% yA 
Poliomyelitis .. 116 70-69 
Controls (1) .. 111 81-98 18-02 
.. 74 82-4 17:6 
.. 130 82-0 18-0 


The authors conclude, from their own results and 
from a survey of the literature, that paralytic polio- 
myelitis tends to attack those individuals of blood groups 
O and A, who do not secrete blood-group substances 
in their saliva, somewhat more frequently than these 
groups occur in the normal population; on the other 
hand, individuals of blood group B and secretors of 
blood-group substances in the saliva seem to be attacked 
somewhat less frequently. The possible bearing of these 
observations on the question of hereditary susceptibility 
to poliomyelitis is dicussed. A. R. Kelsall 


1744. Psychological Considerations in a Group of 
Children with Poliomyelitis 
E. Meyer. Journal of Pediatrics (J. Pediat.] 31, 34-48, 
July, 1947. 13 refs. 


1745. Poliomyelitis (Lansing) Contact Infection in Mice 
C. ZARAFONETIS, S. E. SULKIN, and C. H. Terry. Journal 
of Bacteriology [J. Bact.] 53, 367, March, 1947. 


Mice were inoculated intracerebrally with the Lansing 
strain of poliomyelitis virus and placed in contact with 
60 white mice for 63 days. The authors, working in the 
Southwestern Medical College, Dallas, Texas, report 
that during this observation period 4 mice died but only 1 
developed paralytic symptoms. From its brain a virus 
was recovered which appeared to be identical with the 
Lansing poliomyelitis virus: the surviving contact mice 
showed greater resistance than normal mice to intra- 
cerebral injection of Lansing poliomyelitis virus. 

G. M. Findlay 


1746. The Rise and Decline of Poliomyelitis Virus Levels 
in Infected Nervous Tissue 

D. BopiAN and M. C. CUMBERLAND. American Journal 
of Hygiene [Amer. J. Hyg.| 45, 226-239, March, 1947. 
2 figs., 14 refs. 


From the Poliomyelitis Research Center, Johns 
Hopkins University, the authors report a laboratory 
investigation into the rise and fall in concentration of 
poliomyelitis virus in the spinal cords of infected rhesus © 
monkeys during the first 3 weeks of the disease. The 
Lansing strain was used in its one hundred and ninety- 
seventh passage through mice. The concentration of 
this virus was determined separately in the cervical 
and lumbar enlargements by inoculating suspensions of 
cord in 5 dilutions into batches of mice to determine the 
50% mortality dosage (LD 50); when concentrations 
fell below mouse-infectivity level further inoculations 
were made into rhesus monkeys. The authors state that 
their strain of virus produced in monkeys a severe disease 
with an incubation period of about 8 days, and summarize 
their findings as follows: Intracerebral inoculation is 
followed by a latent period with an average duration of 
7 days, during which neither lesions nor proliferated 
virus can be discovered in the central nervous system. 
Then follows an early pre-paralytic period lasting for 
about 1 day with lesions in brain and upper cord; fever 
may or may not occur at this stage, but no virus can be 
detected as yet in arm or leg segments. Next there is a 
late pre-paralytic period, also lasting about 1 day, with 
increasing cerebral lesions, general spasticity, and 
tremors; high concentrations of virus are now present 
in the arm segments but still there may be neither virus 
nor lesion in the lumbar region. The peak concentration 
of virus may be attained within 1 day of its reaching 
mouse-threshold value. The period of exponential 
multiplication occupies less than 2 days, and the maximal 
concentration is sustained only through the day pre- 
ceding paralysis and the first day of paralysis; it is 
therefore considered that the best time to “ harvest” 
the virus is on the first appearance of paralysis rather 
than at its height. There is a very steep decline in 
concentration of virus in the central nervous system, so 
that by the third day titres are usually below mouse 
threshold. In order to show the kind of virus growth 
suggested by these experiments the authors give a hypo- 


thetical smoothed curve showing mouse-virus titres 
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plotted against time in days for the cervical cord of a 
rhesus monkey. 

Although there was a sharp decrease in multiplication 
about the second day of paralysis, virus could still be 
detected for 2 weeks longer by rhesus inoculation. It 
was noted that leg paralysis always occurs about a day 
later than arm paralysis with the Lansing strain, but 
correlation of virus titre with severity of paralysis could 
not be made because the peak concentration occurs 
before sufficient neurones have been destroyed for 
paralysis to be detected. It is further observed that the 
stage of the disease at which samples were taken affects 
neither the incubation period nor the severity of symptoms 
in the animals under test; in this respect poliomyelitis 
virus seems to differ from bacterial cultures. 

[An elaborate, rigorous, and important investigation.] 

Jos. B. Ellison 


RICKETTSIAL INFECTIONS 


1747. Further Study of the Quantitative Complement- 
fixation Test as Applied to the Serum Diagnosis of Typhus 
Fever 
F. M. VaRLEY and F. R. Weepon. Journal of Immuno- 
logy [J. Immunol.] 55, 189-192, Feb., 1947. 7 refs. 


In a previous paper (J. Immunol., 1945, 51, 139) the 
authors described the use of the quantitative complement- 
fixation test as applied to the serum diagnosis of typhus 
fever. This work has been extended, and in the present 
paper the authors report the results of the investigation 
by the same methods of 8 epidemic and 4 endemic typhus 
strains, together with 5 antisera from guinea-pigs im- 
munized against the former group and 2 against the 
latter group. 

The titre of any given serum was shown to be a function 
of the antigen against which it was tested and was 
independent of the antigen against which the serum had 
been prepared. With one exception serum titres could 
be reproduced within reasonable limits of accuracy. 
The results showed no clear antigenic differentiation 
between epidemic and endemic typhus, and failed to 
provide adequate evidence of the existence of types 
within the groups. It was shown that dilutions of anti- 
gen found to be optimal under the experimental conditions 
for differing amounts of one antiserum were also optimal 
for appropriate amounts of all the antisera under in- 
vestigation. The authors suggest that standardization of 
large batches of antigen should be undertaken for both 
diagnostic and comparative purposes. No non-specific 
reactions were observed when the antigens were tested 
against normal sera. A. Henderson-Begg 


1748. Scrub Typhus in Dutch New Guinea 

E. N. Irons and H. E. ARMSTRONG. Annals of Internal 
Medicine [Ann. intern. Med.| 26,'201-220, Feb., 1947. 
7 figs., 28 refs. 


An epidemic of scrub typhus in 1944 among American 
Army personnel in Owi and Biak islands is described. 
There were 1,255 cases, of which 716 occurred in a group 


of 15,000. The mortality was 0-6%, but has reached 
25 to 40% in the general population elsewhere. The 
extent of the epidemic affected the efficiency of military 
operations, the outbreak beginning within 3 weeks of 
the site being occupied (incubation 9 to 21 days) and 
reaching a peak 3 weeks later. Within 2 months 
environmental and individual control measures began, 
and with the cessation of new arrivals the incidence was 
reduced to sporadic cases in a further 2 months. The 
oecology differed from that of previous outbreaks; this. 
area was covered with shrubs or abandoned coconut 
groves instead of open kunai grass. Eight cases were 
studied in detail and all were closely observed clinically 
and pathologically. The virulence of strains of Rickettsia 
orientalis was found to vary in circumscribed and adjacent 
areas, but cross-immunity was proved; the strain in this 
epidemic was relatively avirulent. The larval mite vector 
was probably Trombicula fletcheri, and rats were the 
animal reservoir. A summary of the pleomorphic 
symptoms and signs reported in cases from various areas 
is given in a chart. These can be correlated with the 
degree of virulence of the strain. The duration of 
pyrexia averaged 13-7 days in this epidemic; two charts 
show the incidence of highest fever in 483 and longest 
duration in 681 cases. Peripheral vascular collapse is an 
important factor in causing death, but permanent myo- 
cardial damage and other persistent sequelae have not 
been observed. The necropsy and histological findings 
are described. The primary eschar (not always present) 
at the site of attachment of an infected mite was useful in 
diagnosis. The distribution is significant and is shown 
in a chart; eschars are illustrated in two photographs. 
The Weil-Felix reaction shows a progressive rise in titre, 
marked in the second and third weeks, and is of diagnostic 
value after the eighth day; ‘the results of 966 tests are 
charted. Treatment was symptomatic. J.J. Keevil 


1749. Rickettsialpox—A Newly Recognized Rickettsial 
Disease. II. Clinical Observations 

M. GREENBERG, O. PELLITTERI, I. F. Kein, and R. J. 
HueEBNER. Journal of the American Medical Association 
[J. Amer. med. Ass.| 133, 901-906, March 29, 1947. 
7 figs., 5 refs. 


In 1946 the attention of the Health Department of 
New York City was called to a hitherto unclassified 
disease occurring in various parts of the city. This 
disease has been extensively investigated by the authors 
of the present paper. They have named the causative 
rickettsial organism R. akari and have established the 
fact that it is transmitted to human subjects by the rodent 
mite Allodermanyssus sanguineus (Hirst). 

The initial lesion in the human disease is a small 
papule, which usually appears on the covered part of 
the body. This papule soon contains a deep-seated 
vesicle in which the fluid is at first clear but may later 
become turbid. At the height of the lesion the surround- 
ing skin is erythematous, and the regional lymph nodes 
are enlarged but there is no lymphangitis. This primary 
lesion persists for 3 weeks and often leaves a scar. The 
initial febrile manifestation of systemic infection occurs 
about 1 week after the formation of the papule, but on 
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occasion this interval may be as long as 17 days. In the 
early stage of the disease the other chief symptoms are 
chills, sweats, headache, muscular pain, lassitude, and 
photophobia. The rash appears more commonly with 
the onset of fever or immediately thereafter, the lesions 
being maculo-papular, discrete, and erythematous, with 
no pattern in their distribution. It infrequently appears 
on the mucous membranes, and has not been observed 
on the palms and soles. There is no other symptom of 
any moment. 

The diagnosis can be established in certain circum- 
stances by the recovery of the rickettsial agent from the 
blood after it has been inoculated into mice, and by 
carrying out complement-fixation tests with the serum 
of a recovered patient, the antigens being prepared from 
cultures of the organism. J. Smith 


See also Abstracts of World Medicine, 1947, 2, 332. 


1750. Therapy of Experimental Tsutsugamushi Disease 
(Scrub Typhus) 

W. F. McLimans and C. W. GRANT. Science [Science] 
105, 181-182, Feb. 14, 1947. 2 figs., 5 refs. 


Evidence is adduced to show that methylene blue 
(methylthionine chloride) is of value in established 
infections in mice produced by the intraperitoneal 
inoculation of Rickettsia tsutsugamushi (= R. orientalis). 
If methylene blue is added to the diet to the extent of 
0-2% it is found that the mortality is only 60 to 70%, 
instead of 90 to 100% as in controls. If, combined with 
the administration of methylene blue in the food, the 
mice are forced to breathe an atmosphere containing 
50° of oxygen for 12 hours a day the death rate is reduced 
to 20 to 30%. A comparison was made of the chemo- 
therapeutic activity of methylene blue with oxygen and 
p-aminobenzoic acid, both methylene blue and p-amino- 
benzoic acid being fed to the extent of 0-4% in the diet. 
A higher percentage of the mice given methylene blue 
and oxygen inhalations invariably survived: in addition 
p-aminobenzoic acid was quite ineffective if the interval 
between infection and the beginning of treatment was 
more than 120 hours, but methylene blue and oxygen 
still showed some activity. Even if p-aminobenzoic was 
fed in the diet to the extent of 1% its effectiveness as a 
therapeutic agent in experimental scrub typhus was not 


of the same order of magnitude as that of methylene blue : 


and oxygen. 

[In the treatment of scrub typhus in man methylene 
blue alone has so far been a failure (Steele, J. M., 
McLimans, W. F., Grant, C. W., and Tullis, J. L.: 
“Studies in Psutsugamushi Disease (Scrub Typhus) ”’, 
Rept. No. 5, Jan., 1946, Nav. med. Res. Inst., Bethesda, 
Md.). In 1925 M. H. Gordon (Med. Res. Coun. spec. 
Rep. Ser. No. 98, London, H.M. Stationery Office) 
showed that the viruses of vaccinia and variola were 
readily inactivated by an oxidizing agent such as po- 
tassium permanganate—a clue to the chemotherapy of 
virus diseases which has not up till now been followed up. 
Rickettsia tsutsugamushi appears to have precedence 
over R. orientalis as the correct designation for the causal 
agent of scrub typhus.] G. M. Findlay 


BACTERIAL INFECTIONS 


1751. Anticollagenase in Immunity to Cl. welchii Type 
A Infection 

D. G. Evans. British Journal of Experimental Pathology 
[Brit. J. exp. Path.] 28, 24-30, Feb., 1947. 7 refs. 


Previous studies by the author on the relative import- 
ance of a-toxin, 9-haemolysin, and hyaluronidase 
and their respective antibodies in experimental 
Clostridium welchii A infection suggested that «-toxin and 
a-antitoxin are the most important agents in infection and 
its control, respectively. Since collagenase, the agent 
described as responsible for muscle destruction in gas 
gangrene, is an immunologically distinct antigen, and 
since it has been suggested that anti-collagenase might 
be therapeutically important, the above-mentioned 
studies were extended to investigate the protective 
action ‘of anti-collagenase compared with that of 
a-antitoxin. 

Two antisera prepared at the Wellcome Laboratory 
were compared—one containing 75 units of «-antitoxin 
per ml. but no anti-collagenase, the other 50 units of 
anti-collagenase and only 0-2 unit of «-antitoxin per ml. 
Guinea-pigs were injected intramuscularly 20 hours 
before infection, or intravenously 4 hours after infection 
with these sera. Infection was brought about by the use 
of four virulent strains of C/. welchii A, all of which 
produced collagenase in vitro. Three methods were 
employed, each involving the injection of tenfold 
dilutions of a saline suspension of washed organisms. 
The first method consisted in intramuscular injection of 
a site injected with calcium chloride 3 hours before. In 
the second method adrenaline (0-5 ml. of 1 : 10,000 
dilution) 10 minutes before replaced the calcium chloride. 
In the third the organisms were mixed with an equal 
part of 1 : 50,000 adrenaline and injected into the skin. 
With the latter method “ the protective effect of anti- 
sera was estimated on the smallest dose of organisms able 
to produce a skin infection.” 

By Method 1 the anti-collagenase serum was found to 
be quite ineffective against a number of strains. With 
varying infecting doses, the lethal dose was of the same 
order for both serum-treated and untreated animals. 
On the other hand, animals which had been protected 
with a-antitoxin containing no anti-collagenase were 
protected against 10.000 average lethal doses. A com- 
bination of «-antitoxin and anti-collagenase proved of 
no more value than «-antitoxin alone; «-antitoxin was 
also effective when administered intravenously after 
infection. Similar effectiveness of «-antitoxin and use- 
lessness of anti-collagenase was demonstrated when 
adrenaline was used as adjuvant and by the method 
of producing skin infection described. Hence in the 
control of experimental gas gangrene «-antitoxin is 
of prime importance, and it is reasonable to suppose 
that «-toxin plays the most important part in the 
infectious process, though the rapid spread of the disease 
may be associated with hyaluronidase production, and 
muscle destruction may be the result of collagenase 
activity. 

G. T. L. Archer 
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1752. A Study of Aerobic Streptococci Isolated from the 
Uterus and Vagina . 

K. E. Hire and H. C. Hessectine. Journal of Infectious 
Diseases [J. infect. Dis.] 80; 105-112, Jan.—Feb., 1947. 
26 refs. 


Aerobic streptococci (92 strains) isolated from the 
vagina of normal pregnant patients or of patients infected 
with Trichomonas, or from the puerperal uterus in normal 
or febrile patients at the Chicago Lying-in Hospital, were 
studied as a preliminary to the investigation of the 
possible part played by streptococci in synergistic infec- 
tion of the genital tract, and of the likelihood that 
infection of the female genital tract may lead to subacute 
bacterial endocarditis. Though not generally found in 
pure culture, such organisms were often predominant in 
endocarditis, and previous investigations were not com- 
plete enough for species recognition of non-haemolytic 
strains. ‘* The results emphasize the likelihood of the 
second hypothesis and form a basis for further study of 
the first.’ Studies included: haemolysis in sheep’s 
blood agar: fermentation reactions (observation up to 
21 days); pH in glucose broth; growth in litmus milk 
and methylene-blue milk; temperature range and 
resistance; bile and sodium chloride tolerance; hydrolysis 
of aesculin, sodium hippurate, and starch; production of 
ammonia, fibrinolysin, and mucoid colonies; and 
liquefaction of gelatin. 

The group investigated was heterogeneous and many 
strains were atypical, but an attempt to identify strains 
in accordance with Sherman’s classification was made. 
Seventeen strains were haemolytic. The first 9 
resembled haemolytic enterococci, though differing from 
them in the absence of strong reducing power and failure 
(with one exception) to survive at 60° C., to hydrolyse 
aesculin, to ferment lactose and mannitol, to curdle milk, 
and generally (8/9) to hydrolyse starch. These strains 
most resemble non-proteolytic types of Str. zymogenes 
or Str. durans. Points of resemblance to Group C and 
Group G cultures were also noted. The remaining 8 
haemolytic cultures “clearly belong to the pyogenic 
group of Sherman... these cultures most nearly 
correspond in their physiological characteristics with 
organisms of Group G’”’. None of the haemolytic 
strains possesses the characteristics of Lancefield’s Group 
A of human pathogens. 

The characteristics of the non-haemolytic streptococci 
isolated are summarized in three tables. They are 
divided into three main groups, each with two subgroups, 
while 18 strains could not be classified (Group IV). 
Three types of effect in blood agar were recognized: 
(1) «-haemolysis: multiple zones of alternate partial 
clearing and “‘ greening ”’ following successive incubation 
and refrigeration; (2) “greening’’: slight green dis- 
coloration only; (3) y type: no visible change. Group I 
organisms, which showed “ greening ’’, were considered 
to be typical enterococci. Subgroup IA, Str. liquefaciens, 
isolated from the uterus, liquefied gelatin and peptonized 
milk; Subgroup IB contained Str. faecalis. Group II 
strains appeared to belong to the viridans group; effects 
in blood agar varied from y to «. Subgroup IIA (7 
strains) resembled Str. bovis; Subgroup IIB (13 strains) 


differed from Str. bovis in producing ammonia and in an 
absence of bile and heat resistance. Four other strains 
of Group II behaved like Str. mitis. Group III con. 
sisted of organisms which (unlike other non-haemolytic 
strains) failed to grow at 45°C. This characteristic is, 
however, stated to be variable for Str. mitis, which 
organisms in Subgroup IIIA otherwise resemble. Sub. 
group IIIB possesses characteristics differing from Str, 
mitis while, on the other hand, suggesting a relationship 
to Sir. bovis. Of the remaining organisms (Group IV) 
4 strains grew poorly and failed to ferment any 
carbohydrate. No attempt at classification was made. 
Sixty strains were tested for penicillin sensitivity; 
Staphylococcus aureus was used as a control. Though 
there was much variation in the sensitivity of the 16 
haemolytic strains tested, all were inhibited by 1 unit 
per ml. Eight were inhibited by 0-1 unit. All of 30 
strains of Groups II, III, and IV were sensitive to 0-5 
unit per ml. or less (8 were inhibited by 0-1 unit per 
ml., and 10 by 0-05 unit). The enterococci (Group J) 
were relatively resistant, 7 out of 14 requiring more than 
5 units per ml. for inhibition. G. T. L. Archer 


1753. Streptomycin Therapy in Brucellosis 

E. J. PuLaski and W. H. AmspacHer. Bulletin of the 
U.S. Army Medical Department [Bull. U.S. Army med. 
Dept.) 7, 221-225, Feb., 1947. 2 refs. 


Streptomycin failed in the treatment of 7 acute and 
10 chronic cases of brucellosis, although in 6 of the acute 
cases the infecting strains of Brucella melitensis were found 
to be highly sensitive to the antibiotic. The average 
dose, given intramuscularly, was 1 to 2 g. daily for 10 
days, but larger doses for longer periods produced no 
lasting effects; temporary disappearance of the bacteri- 
aemia in some of the acute cases was effected but recur- 
rences were common. The authogs point out that in 
brucellosis, in addition to other foci, there is a localiza- 
tion of the organisms in the lymph nodes, whereas the 
studies on the disposition of streptomycin after parenteral 
injection show that it does not reach the lymph nodes in 
assayable, and therefore lethal, amounts. Sulphadiazine, 
on the other hand, penetrates all body fluids, and in 2 
cases in this series for which streptomycin proved useless 
there was a prompt response to a combination of strepto- 
mycin and sulphadiazine. They therefore recommend 
4-hourly doses of 0-5 g. of streptomycin intramuscularly 
and 1 g. of sulphadiazine orally for 2 weeks or longer in 
the treatment of brucellosis. E. H. R. Harries 


1754. Human Glanders: Report of Six Cases 

C. Howe and W. R. MiLLer. Annals of Internal 
Medicine [Ann. intern. Med.] 26, 93-115, Jan., 1947. 
5 figs., 14 refs. 


In one year 6 persons from the same laboratory, all 
engaged in research work with Malleomyces mallei, were 
admitted to hospital with illnesses considered to be due 
to infection with this organism. The total staff at the 
laboratory numbered 22, of whom only 13 were actually 
engaged in bacteriological work. 

The incubation period could not be estimated with 
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certainty, but each patient had been involved in some 
jaboratory procedure or accident, involving special risk 
of infection, 10 to 14 days before the onset of symptoms. 
The route of infection was thought to be probably the 
respiratory tract. The severity and course of the illnesses 
were variable. Only 2 patients were seriously ill; 5 were 
febrile, but in 3 the pyrexia was only slight. The sixth 
patient gave a history of having felt feverish but his 
temperature was normal while under observation. 
Three patients had enlarged tender cervical lymph nodes: 
1 had a palpable tender spleen with severe pain in the 
splenic region. Radiographs of the chest provided the 
most constant findings; in 5 patients there were single 
areas of opacity in one lung, circumscribed and roughly 
circular in 4 cases and more diffuse in the fifth; these 
persisted for between 2 and 8 weeks. 

Attempts to culture the organism from blood, throat 
washings, and sputum were negative in all cases, and the 
diagnosis was made on agglutination, complement- 
fixation, and intradermal mallein tests. Five patients 
developed positive agglutination reactions in titres above 
1 in 320 (the highest dilution in which agglutination was 
ever observed with control sera); 4 of these developed 
positive complement-fixation tests, and all 5 developed 
positive skin reactions, judged by the persistence of 
erythema more than 48 hours after the intradermal 
injection of 0-1 ml. of commercial mallein in a dilution 
of 1 in 10,000. The sixth patient, in whom symptoms 
were mild and of short duration, showed a rise of 
agglutination titre to 1 in 320 on one occasion only, 
the complement-fixation and skin tests being persistently 
negative. 

It had been found that sulphadiazine was effective in 


treating both glanders and melioidosis in experimental ~ 


animals. With ‘full therapeutic ’’ dosage for 7 days 
the recovery rate in infected hamsters was 50%, while 
the recovery rate was- 100% if sulphadiazine was given 
for 20 days; the infection was fatal in 100% of untreated 
animals. [Details of dosage are not given, but this work 
is being published in full elsewhere.] All 6 patients were 
therefore given sulphadiazine, but unfortunately under 
circumstances which made any judgment of its efficacy 
impossible. In the first 2 cases the diagnosis was made 
only during convalescence; in 2 others clinical improve- 
ment had already started when sulphadiazine was given; 
in the fifth the first course of sulphadiazine was combined 
with penicillin; in the remaining patient significant 
clinical improvement and marked fall in temperature 
occurred within 48 hours of starting chemotherapy. 

[This paper consists mostly of full clinical details of 
the case studied, and should be read by those interested. ] 

A. R. Kelsall 


1755. Pleuropulmonary Tularemia: Observations on 12 
Cases Treated with Streptomycin 

J. S. Hunt. Annals of Internal Medicine [Ann. intern. 
Med.) 26, 263-276, Feb., 1947. 10 refs. 


This investigation of 11 cases of tularaemic pneumonia 
and | of tularaemic pleurisy in central Tennessee during 
6 months of 1946 suggests that the infection is more 
prevalent in this endemic area than has been realized. 
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A mortality of 30% in tularaemic pneumonia has been 
reported in the U.S.A., and the animal reservoir is 
widely distributed; a high infection rate among 
native wild rodents may be related to the human pre- 
valence, and ticks and flies may be vectors. Primary 
pneumonia is more rare than that secondary to bacteri- 
aemia, but there is evidence that infective material can be 
inhaled. The author stresses the importance of realizing 
the systemic nature of the disease and the relative 
unimportance of the site of infection, which has previously 
formed a basis for classification. The diagnosis in these 
cases was based on the rising agglutination titre against 
Pasteurella tularensis; this rise may be late in 
appearing or only appear after the administration of an 
antibiotic. Animal inoculation was also positive in 7 
out of 11 cases. Diagnosis must be made clinically in 
the first instance, as the serum agglutination test is never 
positive in the first week and may not be so till the third 
or fourth week; in addition the isolation of Past. 
tularensis is hazardous and involves delay, so that 
laboratory methods in the early stages of the illness are 
of little assistance. Intradermal tests were not used in 
this study. In 11 patients out of 12, including 3 who were 
semi-comatose, treatment with streptomycin proved 
specific; the exception had cerebral complications, and 
1 patient died. suddenly from (?) pulmonaty embolism 
after apparent recovery. Clinical, pathological, and 
therapeutic details and progress notes of all the cases are 
given in a comprehensive table; in addition there are 
five full case reports with comments.’ Streptomycin 
usually causes marked symptomatic improvement within 
12 to 24 hours, a subsequent fall in temperature, and a 
rapid rise in the serum agglutinin titre, but the clinical 
signs change less rapidly and the healing of lesions is still 
prolonged. Streptomycin was usually given  intra- 
muscularly in doses varying from 0-4 to 0-8 g. daily for 
6 days in divided doses at 4-hourly intervals, but in 3 
cases 1 g. was given on the first day. It is considered 
that the higher dosage may be of greater value, and the 
author advises 1 to 2 g. daily for 2 days as a therapeutic 
test in doubtful cases—a test of some value in view of the 
difficulties attached to laboratory tests. After the use 
of streptomycin, Past. tularensis could be recovered only 
from 1 case (on the fourth day), and the rapid rise in 
titre indicates a mass destruction of the organisms by the 
antibiotic. This antigenic stimulus is so great that it 
appears unlikely that the treatment, especially as it is 
usually instituted at a late stage, will interfere with the 
acquisition of active immunity. J.J. Keevil 


1756. Further Report on the Use of Bismuth Sodium 
Tartrate Intravenously in the Treatment of 203 Additional 
Patients with Tularemia : 

W. W. Jackson. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 213, 358-361, March, 1947. 
19 refs. 


Intravenous injections of bismuth sodium tartrate were 
given to 264 patients suffering from tularaemia. A daily 
dose of 1 ml. of a 2% solution was used for all adults, 
the total number of injections varying from 4 to 18. 
The dose for children was appropriately smaller. All 
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the patients recovered and were ambulatory within 
18 days, the temperature falling within an average of 7 
days. Bismuth sodium tartrate is more readily available 
and less expensive than streptomycin and there are fewer 
possibilities of toxic side-effects. Only 2 of the cases 
under review developed gingivitis and 1 tularaemic 
pneumonia. It is, however, impossible to compare the 
efficacy of the two methods of treatment, as the literature 
reports only 13 cases of tularaemia treated with 
streptomycin. D. M. Dunlop 


1757. Report on a Case of Melioidosis from Siam 

J. P. J. Paton, C. R. Peck, and A. VAN DE SCHAAF. 
British Medical Journal [Brit. med. J.] 1, 336-337, March 
15, 1947. 


A Dutch infantryman aged 46, who had been a prisoner 
of war in Siam for more than 3 years, was admitted to a 
military hospital in Bangkok on Nov. 6, 1945, complain- 
ing of weakness and fever. As malaria parasites had 
previously been found in the peripheral blood he had 
been treated with quinine and mepacrine, but after a 
temporary response to this treatment the pyrexia had 
reappeared and continued. On admission there were no 
very striking physical signs, but on Nov. 8-he developed 
slow fibrillation of the heart; small palpable lymph 
nodes in the axillary and inguinal regions were noted, 
his temperature was 102-4° F. (39-1° C.) and pulse 116. 
As the case suggested a subacute bacterial endocarditis 
penicillin therapy was started, 40,000 units at once and 
20,000 units 3-hourly. Pyrexia continued, and on 
Nov. 10, although the pulse was now regular, the heart 
showed signs of enlargement; screening revealed 
appearances suggestive of pericardial effusion. No fluid 
was found on pericardial puncture. Penicillin, 50,000 
units, was injected into the pericardial space. Later, 
liver and spleen showed slight enlargement and a right 
pleural effusion developed. In the straw-coloured fluid 
from the latter no cells or organisms were seen in direct 
smear; culture was sterile and guinea-pig inoculation 
for tubercle bacilli was negative. On Dec. 11 the patient 
had diarrhoea, which did not respond to sulphaguanidine ; 
on Dec. 18 there was marked oedema of the feet and legs. 
On Dec. 19 a generalized petechial rash appeared, and 
the left knee-joint was hot and swollen. The patient 
died on the following day: A blood count on Dec. 6 
had shown: red cells 3,040,000; haemoglobin 47%; 
white cells 11,800 (neutrophil polymorphs 81%, eosino- 
phils, 1%, large and small lymphocytes 16%, large mono- 
nuclears 2%). Repeated blood smears were negative. 
Blood cultures, Widal and Weil-Felix tests, faeces cultures 
and examinations for Entamoeba histolytica, and sputum 
examinations for acid-fast bacilli revealed nothing of 
significance. 

At necropsy the right pleural cavity was found to 
contain about 2 pints (1-14 1.) of straw-coloured fluid; 
both lungs on section showed no lesions. Both layers 
of the pericardium were firmly adherent; the heart was 
normal in size, the myocardium pale and flabby. Section 
of the enlarged spleen disclosed soft, dark-red pulp. 
Numerous abscesses were found in the wall of the small 
bowel from the beginning of the jejunum to about 3 ft. 


(90 cm.) from the ileo-caecal junction. Both ki 
were enlarged and contained numerous small abscesses, 
Pfeifferella whitmori was cultured on blood agar from 
heart blood, from the spieen, and from the abscesses jn 
the bowel and kidneys, and showed the typical morpho. 
logical, cultural, and biochemical characteristics of that 
organism. Intraperitoneal injection of a guinea-pig 
produced the typical “‘ Strauss reaction ’’, and the organ. 
ism was recovered in pure culture from the blood of the 
animal’s heart and from lesions in its liver and spleen, 
The authors believe that this is the second case of 
melioidosis to have been reported from Siam. 
T. D. M. Martin 
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1758. “Antitubercular Substances. I. Monoalkyl Suc- 
cinic Acids. II. Dialkyl Succinic Acids. IIT. Mono- 
esters and Monoamide-derivatives of Alkyl Succinic 
Acids 

V. C. Barry and D. Twomey. Proceedings of the Royal 
Irish Academy [Proc. R. Irish Acad.] 51, 137-144, 12 refs.; 
145-151, 2 refs.; 152-162, 7 refs. Jan., 1947. 


Certain dialkyl and monoalkyl succinic acids, modified 
by converting one of the carboxyl groups to an ester or 
substituted amide group, can be shown to be active in 
inhibiting the growth of acid-fast bacilli in vitro. The 
first two papers deal with chemical methods of synthesizing 
certain monoalkyl succinic acids and dialkyl succinic acids, 
In the last of the three papers, all of which are from 
University College, Dublin, the inhibitory action of 
these compounds on the growth of the smegma bacillus 
and Mycobacterium tuberculosis is recorded. In a 
homologous series of monoalkyl succinic acid mono- 
ethyl esters there was a gradual increase in inhibitory 
power from a dilution of 1 in 1,000 for the n-hexyl acid 
to 1 in 400,000 for the n-tetradecyl acid, and thereafter 
a decrease; similarly among the dialkyl succinic acids 
(mono-ethyl esters) the most active for the smegma bacillus 
was the «-ethyl-«’ dodecyl acid; for tubercle bacilli the 
most active were the «a-methyl-«’-dodecy]l and the 
ax’-diheptyl acids. The antibacterial action of the half- 
esters of «-methyl-«’-n-dodecyl succinic acid showed a 
reduction from the monomethyl to the monoglyceryl 
half-ester. Animal experiments are now in progress 
with some of these compounds, but they may be inactive 
in vivo since they are strongly antagonized in vitro by 
serum. G. M. Findlay 


1759. Clinical Experience in the Treatment of Pulmonary 
Tuberculosis with p-Aminosalicylic Acid. (Kliniska 
erfarenheter vid behandlingen av lungtuberkulos med 
PAS) 

G. VALLENTIN. Nordisk Medicin [Nord. Med.] 33, 147- 
151, Jan. 10, 1947. 4 figs. 


To patients with pulmonary tuberculosis p-amino- 
salicylic acid was given by mouth in four doses with a 
daily total of 14 g.; courses of treatment lasted 3 to 4 
weeks, with intermissions of 1 to 2 weeks. It was also 
given intrapleurally in 5 and 10% solution. No toxic 
effects were observed. The general condition improved 
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in most cases, the patients becoming afebrile. The sedi- 
mentation rate fell, radiographic appearances in the 
jungs improved, and the sputum became negative. In 
some cases cessation of treatment was followed by 
worsening of the condition, which improved again when 
a fresh course was begun. In all, 82 cases were treated, 
with the results shown below. 


Cases treated | No. improved 


ilar tuberculosis oe 3 3 
effusion 9 | 9 
Miliary tuberculosis and 
tuberculous meningitis 6 0 
Pulmonary tuberculosis 47 33 
Empyema 10 4 
D. J. Bauer 


1760. Chemotherapy of Tuberculosis; the Bacteriostatic 
Effect of p-Aminosalicylic Acid and its Derivatives upon 
Tubercle Bacilli, together with Animal Experiments and 
Clinical Trials. (Kemoterapi av tuberkulos; p-amino- 
salicylsyra (PAS) och niarstaende derivats bakterio- 
statiska effekt pa tuberkelbacillen jamte djurexperi- 
mentella och kliniska fors6k med PAS) 

J. LEHMANN. Nordisk Medicin (Nord. med.] 33, 140- 
145, Jan. 10, 1947. 10 figs., 6 refs. 


In view of the fact that benzoic and salicylic acids have 
been shown to stimulate the growth of tubercle bacilli, 
the author has investigated the bacteriostatic effect of 
these and related compounds. Of sixty compounds 
tested, the most active was p-aminosalicylic acid, which 
showed an inhibitory effect at a concentration of 10-5 M. 
Activity was much reduced if the amino and hydroxyl 
groups were put in other positions, and was lost alto- 
gether if the COOH group was substituted. The method 
employed in testing the compounds is not described. 

Tests carried out on rabbits showed that p-amino- 
salicylic acid was largely excreted within 1 hour of ad- 
ministration, whichever route was employed. In order 
to maintain an adequate blood concentration intra- 
muscular injection at intervals of 2 hours was necessary. 
The toxicity was very low. In man 1 litre of a 10% 


solution could be injected intrapleurally and the drug 


could also be given by mouth. The compound was 

unfortunately very toxic to guinea-pigs, and extended 

chemotherapeutic experiments could not be carried out. 
D. J. Bauer 


1761. Streptomycin in Miliary Tuberculosis. Its Effect 
on the Pathological Lesions of Generalized Miliary Tuber- 
culosis in Human Beings 

A. H. BAGGENSTOss, W. H. FELDMAN, and H. C. HINsHAW. 
American Review of Tuberculosis [Amer. Rev. Tuberc.]} 
55, 54-76, Jan., 1947. 7 figs., 9 refs. 


Five patients who had miliary tuberculosis were 
treated with streptomycin. Although the cases proved 
fatal the observations were considered to offer encouraging 
evidence of the therapeutic efficacy of streptomycin in 
tuberculosis. 
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Case 1.—Miliary tuberculosis developed in a child 94 
months old, who later died of tuberculous meningitis. 
Primary tuberculosis of the lung was known to have n 
present for 3 months, but unequivocal symptoms of tuber- 
culous meningitis had been = for only 44 days before 
death. The patient received 4-5 g. of streptomycin during 
the last 44 days of her illness. At necropsy there was only 
slight evidence of healing in the primary lesion and in the 
haematogenous (miliary) tubercles in the lungs, liver, spleen, 
and kidneys; there was no evidence of healing in the 
meningeal lesions. Although treatment with streptomycin 
was instituted as soon as symptoms of tuberculous menin- 
gitis appeared, there was no recognizable clinical or patho- 
logical evidence of therapeutic effect. 


Case 2.—Primary tuberculosis, followed by miliary tuber- . 


culosis and tuberculous meningitis, developed in a child 
of 15 months. The known duration of the illness was 
5 months. The patient received a total of 56-6 g. of strepto- 
mycin in 2 months. Specimens of cerebrospinal fluid pro- 
duced tuberculous lesions in guinea-pigs on June 25, but did 
not do so on July 17 and 26. Treatment was interrupted for 
a week. Specimens of cerebrospinal fluid again produced 
tuberculous lesions in guinea-pigs when they were inoculated 
on Aug. 20 and 24. There was evidence of early calcifica- 
tion in the primary lesions in the lungs and hilar | ~~ nodes, 
but there were only poorly developed capsules of collagenous 
connective tissue at the periphery of the lesions. There was 
evidence of healing of the miliary (haematogenous) tubercles 
in the lung, liver, spleen, and lymph nodes. These lesions 
consisted of fibrous connective tissue interspersed with 
lymphocytes. Section of the brain, however, revealed that 
extensive organizing tuberculous meningitis had been present 
with a number of small infarcts, probably the result of 
inflammatory occlusion of meningeal vessels. 

Case 3.—A man of 46 had undergone nephrectomy for 
tuberculosis of the left kidney 8 years before he was admitted 
to the Mayo Clinic with tuberculosis of the urinary bladder. 
He died after perforation of a tuberculous ulcer of the bladder, 
with the development of general tuberculous and suppurative 
peritonitis and generalized miliary tuberculosis. He received 
approximately 248-9 g. of streptomycin in 102 days. Some 
of the tubercles in the lungs and liver exhibited evidence of 
healing with fibrosis and encapsulation. Other tubercles 
in these same organs, however, and in the spleen, kidney, 
bladder, and prostate, showed caseation and histological 
evidence of progression. Sections of the meninges over the 
brain and spinal cord revealed mild chronic meningitis 
without tubercles on the surface. Histologically there was 
insufficient evidence to permit a diagnosis of tuberculous 
meningitis; deep in the sulci of the cerebrum, however, 
active caseating tuberculous lesions —- the meninges 
and adjacent portion of the brain were found. 

Case 4.—A man of 32 years, in whom tuberculous pleuritis 
had developed in March, 1945, was found in August of that 
year to have miliary tuberculosis. He received 177 g. of 
streptomycin in 6 weeks. During treatment his temperature 

me normal, the cerebrospinal fluid—a specimen of 
which had caused tuberculosis when injected into a 


inea- 
pig—became normal, and lesions in the choroid and lungs 


regressed. Renal damage became evident during the course 
of treatment. Death occurred after an illness of 8 months. 
At necropsy healing was seen in the miliary tubercles in the 
lungs, liver, and spleen. There was no evidence of tuber- 
culous meningitis, but active widespread tuberculous lesions 
were found throughout the brain. 

Case 5.—In July, 1945, tuberculosis of the hilar and 
mediastinal lymph nodes developed in a boy 14 years old. 
Miliary tuberculosis of the lungs was discovered on Sept. 15. 
The patient received 242-5 g. of streptomycin in 6 weeks. 
Regression of the pulmonary and fundal lesions and a 
decrease in temperature occurred during this period, without 
other signs of clinical improvement. At necropsy there was 
evidence of regression and healing in the lesions of the hilar 
nodes, lungs, liver, spleen, and right kidney. The lesions in 
theleft kidney, prostate, and brain wereactive and progressive. 
The presence of extensive tuberculous lesions in the brain 
in the absence of tuberculous meningitis appeared unique. 
[It is noteworthy that Case 5 received ‘as much as 10 g. of 
streptomycin daily.] 
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It is encouraging that in 4 cases there was convincing 
evidence of regression and healing of miliary tubercles 
in the lungs, liver, and spleen, as shown by the occurrence 
of fibrosis and hyalinization and the absence of caseation. 
Tubercle bacilli were, however, usually recoverable from 
the lesions. Possibly healing occurred so rapidly that 
the usual sequence of central caseation and peripheral 
encapsulation had no chance to develop. There was 
also clinical, radiological, and laboratory evidence of 
regression. Although there were signs of healing in 
miliary tubercles of the lungs, liver, and spleen, there 
were none in lesions of the primary complex, kidney, 
prostate, adrenals, bladder, meninges, or brain. Apart 
from inherent differences in native resistance in different 
organs, two factors seemed to be of importance: (1) the 
size or mass of the lesion, and (2) the concentration of 
streptomycin in fluids and tissues. It may be that an 
effective concentration of streptomycin readily penetrates 
the relatively small miliary lesions but is unable to reach 
the larger necrotic masses in which tubercle bacilli 
continue to multiply. A significant concentration of 
streptomycin was found in the cerebrospinal fluid, in 
contrast to its complete absence in the brain, which helps 
to explain the presence of active lesions in the brain with 
the absence of meningitis. On the other hand, no healing 
was observed in kidney or bladder lesions in spite of high 
streptomycin concentrations. No histological evidence of 
any toxic effect of the drug could be found, with the 
possible exception of renal tubular damage in one case. 

L. E. Houghton 


1762. A Simple Test for the Detection of Bronchial 
Fistula in Cases of Tuberculous Empyema. (Enkel 
fargreaktion for faststillande av bronkialfistel vid 
pleuraempyem) 

E. von Rosen. Nordisk Medicin [Nord. med.] 33, 120- 
124, Jan. 10, 1947. 1 fig. 


A colour reaction is described whereby the presence of 
a bronchial fistula can be demonstrated in patients with 
tuberculous empyema who have been treated with intra- 
pleural sulphonamides. Addition of Ehrlich’s reagent 
(p-dimethylaminobenzaldehyde) to the sputum gives an 
orange-red colour if sulphonamides are present; the 
appearance of the colour is an indication that a com- 
munication exists between the pleural cavity and the 
bronchi. The method can be applied to samples of 
sputum which are several days old, and may then be 
more sensitive, since the sulphonamide concentration, 
and hence the intensity of the colour, are increased if 
the sample has begun to dry up. D. J. Bauer 


1763. Intravenous Infection of the Chick Embryo with 
Human Tubercle Bacilli: Inhibitory Effects of Strepto- 
mycin 

H. F. Lee and A. Sravitsky. Journal of Bacteriology 
[J. Bact.] 53, 256, Feb., 1947. 


By introducing tubercle bacilli intravenously into the 
chick-embryo widespread tuberculous lesions of the 
parenchymatous organs are produced. Streptomycin 
inhibits the development of these lesions, but bacilli can 


still be recovered by culturing the embryo tissues. This 
communication comes from the Children’s Hospital, 
Philadelphia. G. M. Findlay 


1764. Promizole Treatment of Miliary Tuberculosis, 
Toxic Effects of Thyroid Gland and Maturation 

L. MitcraM, I. Levitt, and M. S. UNNA. American 
Review of Tuberculosis [Amer. Rev. Tuberc.] 55, 144-159 
Feb., 1947. 7 figs., 42 refs. ; 


Five consecutive cases of acute generalized miliary 
tuberculosis in children, 4 of whom were under § 
years of age, were treated with “ promizole” (4,2’. 
diaminophenyl-5’-thiazolylsulphone) given orally in 
0-5-g. capsules in liquids or disguised in jelly, peanut 
butter, or similar foods. Initial dosage varied between 
0-5 g. and 3 g. daily, reduced later to a maintenance 
dose of 1 g. ddily. On this maintenance dose blood 
‘levels were 2-4, 1-5, and 2-7 mg. per 100 ml. Cyanosis 
and vomiting occurred sometimes, and occasionally the 
urine contained a reducing substance. The leucocyte 
count usually rose but leucopenia was also noted. 
Pruritus and jaundice followed in two instances and 
lasted for a week. An enlargement of the thyroid gland 
appeared 2 to 5 months after starting administration of 
the drug, and resembled that noted after administration 
of sulphaguanidine, thiourea, and other sulphonamides. 
Three of the 5 children were alive at the time of writing, 
24 to 27 months after miliary lesions had first been noted 
in the radiographs; the lesions had receded. 

S. Roodhouse Gloyne 


1765. The Use of Calciferol in Tuberculous Conditions 
D. E. Macrae. Lancet [Lancet] 1, 135-137, Jan. 25, 
1947. 7 refs. 


Experience of calciferol in various tuberculous con- 
ditions at the Morland Clinic, Alton, Hants, is described. 
Twenty cases of severe lupus vulgaris (average age of 
patient, 38 years; average duration of disease, 19 years) 
were treated with “ ostelin” either by intramuscular 
injection of an oily solution (600,000 units twice weekly) 
or by oral administration of 150,000 units daily; the 
results by both methods were similar. After local 
deterioration for 2 to 6 weeks, improvement began in 
every case and was continued; the redness faded, the 
patches flattened, and the skin became less tense. These 
two phases were paralleled by a slight rise in tuberculin 
reactivity, followed by a gradual fall to slightly below the 
starting level; a similar slight rise and fall were noted in 
the erythrocyte sedimentation rate and in the percentage 
of polymorphs in the white cell count (at the expense of 
the lymphocytes). The blood calcium level showed little 
or no change. All patients lost weight. After the use 
of calciferol as the sole treatment for 4 months, local 
measures (light therapy, scraping, application of brass 
paste) were added, with increased improvement, as shown, 
for example, by reduction of the pigmentation that 
sometimes follows calciferol treatment. The position of 
the 20 patients [? 6 months after the beginning of treat- 
ment] was that 14 had been discharged clear of active 
lupus, while 3 more were nearly fit for discharge. A small 
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p of cases of “ surgical tuberculosis ” of various 
kinds (lymph nodes, bones, and joints) were also treated 
with calciferol, combined throughout with the con- 
ventional methods. “In many of them improvement 
was more satisfactory than in the average case of the 

rt. ” 
mit i is suggested that calciferol acts first by promoting 
a more acute reaction in the lupus tissue, increasing its 
yascularity, producing a polymorphonuclear leucocytosis, 
and liberating more toxins into the system; this phase is 
followed by a constricting fibrosis, but not calcification. 
The toxic symptoms might be due to mobilization of lead 
from the bones by the vitamin, the metal having been 
stored there through the ordinary hazards of life. The 
advantages of calciferol in lupus are that improvement is 
secured in a relatively short time; plastic surgery, when 
required, is possible earlier and the results are likely to 
be more stable; and other local measures can be satis- 
factorily combined to hasten cure. The main dis- 
advantages are toxic symptoms, including nausea, 
epigastric discomfort, weakness, and depression, some of 
which occurred in half the cases of lupus and surgical 
tuberculosis in this series, though not in those receiving 
injections. While usually mild, toxic symptoms neces- 
sitated cessation of treatment in a few lupus cases, in 2 
of which peripheral neuritis and coma occurred and 
nearly proved fatal. Another disadvantage is the 
occasional dissemination of tuberculosis during the fiare- 
up phase of progress. On the other hand, no evidence 
of renal calcification or other renal damage was noted 
in any case. 

The author concludes that calciferol is of great value 
in the treatment of lupus vulgaris and shows promising 
results in surgical tuberculosis, and he gives a scheme for 
treatment. The latter includes constant supervision, 
particularly if the patient is elderly; complete recumbency 
should be avoided in order to obviate renal calculus 
formation. P. D’Arcy Hart 


1766. Pathogenicity of the Tubercle Bacillus 

S. RaFFEL. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 64 
507-512, April, 1947. 1 fig., 10 refs. 


1767. Antiseptic Action of Glycerite of Hydrogen Per- 
oxide on Mycobacterium tuberculosis (var. hominis) 
E. A. BROWN and L. W. SLANETZ. Science [Science] 
105, 312-313, March 21, 1947. 3 refs. 


The substance employed consisted of a solution of 
hydrogen peroxide (1-5%) as derived from urea peroxide 
(4%) dissolved in anhydrous glycerol. A stabilizing 
agent, 8-hydroxyquinoline, was present in a concentra- 
tion of 0-1%. Using Long’s broth medium, culturing 
Mycobacterium tuberculosis (var. hominis) for 5 days at 
37° C., and subsequently plating out on agar plates and 
incubating for 3 days, the authors obtained clear zones 
of inhibition after the addition of the compound in 
concentrations of from 0-5 to 4%: there was a clear 
zone with bacteriostasis in a concentration of 0-1%. 

In vivo experiments were carried out on 4 patients with 
“cold abscesses ’’ which had not responded to previous 
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treatment. The glycerite of hydrogen peroxide was 
applied as a wet dressing two to six time daily, and in 
3 patients the abscesses healed completely. There was 
no evidence of irritation or allergic reaction to a treat- 
ment lasting from 4 to 11 months. R. Wien 


1768. Tuberculostatic Action of Two Derivatives of the 
Compound, 3-n-Amyl-Cyclopentane-Carboxylic 


“‘- W. Emmart. Proceedings of the Society fer Experi- 
mental Biology and Medicine (Proc. Soc. exp. Biol., N.Y.] 
65, 156-160, June, 1947. 1 fig., 2 refs. 
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1769. Sensitivity of Eberthella typhosa to Penicillin 
Fractions G and X 

H. WetcuH and W. A. RANDALL. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.| 32, 190-193, 
Feb., 1947. 11 refs. 


The sensitivity of Salmonella typhi to penicillin was 
determined by a serial dilution method and by the cylinder 
plate technique. With regard to the first method, 
dilutions of both the penicillin fractions were made in 
broth. The inoculum consisted of a 1% dilution of an 
overnight broth culture of the organisms in the test 
medium. The mixture was incubated in a water bath 
at 37° C. and results were read at 6 hours and at 24 hours. 
Twenty-nine strains were studied by this method. By 
the cylinder plate technique 24 strains were examined. 
Two dosage levels of penicillin were used—S and 20 units. 
The penicillin G (370 units per mg.) was considered to 
be the standard, and the penicillin X (900 units per mg.) 
was treated as the unknown. 

All except 1 of the 29 strains were inhibited by 12 units 
or less of penicillin G in 24 hours, and all of the strains 
were inhibited by 6 units or less of penicillin X. An 
even greater difference between the two types of penicillin 
was shown by the results of the cylinder plate test. All 
strains were at least twice as sensitive to penicillin X as 
to penicillin G, and 3 strains were seven or eight times as 
susceptible. 

The authors also give the results of streptomycin 
sensitivity tests on 2 of the strains of S. typhi. It was 
found that 25 zg. caused complete inhibition. Thus on 
a weight basis over three times as much streptomycin 
as penicillin was required to inhibit these two strains. 
It is therefore argued that the apparent advantage of 
streptomycin is minimized considerably, especially in 
view of its toxicity and of the characteristic rapid and 
marked increase in resistance of Gram-negative organisms 
to its action, both in vivo and in vitro. R. B. Lucas 


1770. Clinical Findings in a Typhoid Fever Epidemic. 
(Klinische Erfahrungen aus einer Typhusepidemie) 

F. BertRAM. Deutsche Medizinische Wochenschrift 
[Dtsch. med. Wschr.] 72, 32-34, Jan. 17, 1947. 


The author reports on an epidemic of typhoid fever 
which occurred in a transit camp for German soldiers in 
France in December, 1941. The military patients 
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numbered 559, while 51 civilian employees at the hostel 
were also affected. The author’s personal observations 
relate to 392 of these patients, 341 being military per- 
sonnel. Twenty of the latter (5-9%) and 5 civilians 
(9-8%) died. Clinically the epidemic was of a severe 
character, in spite of the low mortality. The source of 
infection was never traced, but in half the cases the day 
of infection could be accurately determined. The 
incubation period in fatal cases averaged 5-6 days, in 
severe cases 6:3 days, in moderately severe cases 6:4 
days, and in mild cases 10-4 days. The graver the 
infection the shorter was the incubation period. The 
infection was more severe in younger patients. There 
was nothing unusual about the clinical picture save that 
profuse diarrhoea occurred at the onset in the severer 
cases. The diagnosis was confirmed bacteriologically 
in 51-9% of cases, and by the Widal reaction in a further 
33-7%. The remaining cases (14%) were diagnosed 
clinically. Relapses were extremely common (33-7%), 
and 8 patients had three attacks, 1 four attacks, 1 five 
attacks, and 1 six attacks. 

The special interest of this epidemic lies in its relation 
to inoculation with typhoid vaccine: (1) The effective- 
ness of inoculation was convincingly demonstrated. 
Only 9-5°% of inoculated personnel at risk contracted the 
disease, while 32-7°% of non-inoculated personnel were 
affected. The time that had elapsed between inoculation 
and infection (1 to 8 months) was of no importance. 
(2) Inoculation before infection had no effect on the 
severity or the prognosis in individual cases. (3) By 
chance, 1,236 soldiers exposed to infection in the hostel 
were inoculated during the incubation period. Of these 
only 7-6% contracted typhoid fever, as against 15-4% of 
personnel who were inoculated before infection. Further- 
more, in 81% of the patients inoculated in the incuba- 
tion period the course of the disease was mild or moderate; 
in only 55° of those inoculated before infection was this 
the case. 

The author considers that these observations contradict 
the conception of a “ negative phase ’’, and show that 
immunity is raised and not lowered immediately after 
inoculation with typhoid vaccine. S. S. B. Gilder 


1771. Typhoid Fever in Vaccinated Laboratory Workers 
T. A. Heapicke. Journal of Infectious Diseases [J. infect. 
Dis.) 80, 113-116, Jan.—Feb., 1947. 1 fig., 6 refs. 


A brief account is given of 4 cases of typhoid fever in 
vaccinated laboratory workers engaged in typhoid 
research and the preparation of typhoid vaccine. The 
cases are described as mild and atypical but, beyond the 
temperature charts and the fact that neither the appear- 
ance of rose spots nor enlargement of the spleen was 
demonstrated in any of the 4 cases, few actual clinical 
details are given. The course of the disease in each case 
was said to be smooth and without complications. Never- 
theless the temperatures in all cases reached 104° F. 
(40° C.) or over and remained elevated into the sixth 
week in 3 out of the 4 cases. One patient was apyrexial 
for 3 days at the beginning of the third week, after which 
the temperature rose during the next 4 days to over 
105° F. (40-4° C.), but in the absence of pertinent com- 


ment in the text it is difficult to know if this was a true 
relapse or not. 

Diagnosis in each case was confirmed by positive 
blood culture. The agglutination results in the 2 cases 
quoted showed H-titres rising from zero to 320 ang 
O-titres rising from zero to above 1,000. The inocula. 
tion history indicated that both patients had received ful] 
immunizing courses of vaccine with booster doses within 
6 months of the onset of the disease. After reviewing 
some recent literature on typhoid in inoculated individuals 
the author concludes that typhoid vaccine, where it does 
not prevent infection, so modifies the condition that the 
clinical manifestations are atypical and the course of the 
disease is mild except in massive infections. 

[It is of interest to note the relatively high O-titres and 
low H-titres in inoculated subjects and the absence of 
residual agglutinins for Salmonella typhi. But without 
more information no conclusions can be drawn from such 
small numbers of cases. Although the early writings 
on the value of immunization against typhoid suggested 
that the vaccine modified the disease where it failed to 
protect, and lowered the mortality, these claims are not 
supported by modernexperience. Most of this experience 
has, of course, not been published, but so far as is known 
there is no valid statistical evidence to show that, when 
the typhoid immunity barrier has been overcome and 
infection established, the course of the disease is in any 
way modified by previous inoculations. The claim for 
T.A.B. vaccine is that it is effective in preventing infec- 
tion in a high proportion of cases so long as the infecting 
dose is not massive. This, incidentally, is the theme of 
the paper by Jordan and Jones (Lancet, 1945, 2, 333), 
which is referred to briefly by the present author. 

H. J. Bensted 


1772. A Comparative Study of Phenolized and Alcohol- 
ized T.A.B. Vaccines 

A. DryspDALe. Journal of Hygiene [J. Hyg., Camb.]} 45, 
46-49, Jan., 1947. 4 refs. 


The relative potency of phenolized and alcoholized 
T.A.B. vaccines was studied, the tests employed being: 
(a) response of agglutinins in volunteers following the 
standard two doses of vaccines; (6) response of aggluti- 
nins in rabbits; (c) degree of active immunity in mice 
tested with virulent cultures. The vaccines were pre- 
pared from a pooled heavy suspension in saline from a 
series of culture bottles of each of the three organisms; 
each suspension was then divided into two lots, one being 
alcoholized according to Felix’s technique, the other 
heat-killed and phenolized in the usual way. The three 
suspensions of each lot were subsequently diluted, 
standardized, and mixed in the usual proportions. 

Two hundred Sudanese male volunteers were divided 
into two batches; one batch received the standard 
phenolized vaccine, the other the alcoholized. Aggluti- 
nins were estimated before inoculation and a fortnight 
after the second dose. The chief difference observed 
was the marked response of the “ Vi” agglutinins, and 
to a lesser degree the *“*O”’, to the alcoholized as com- 
pared with the phenolized vaccine. ‘“‘H’”’ agglutinin 
response was more marked to the phenolized vaccine. 
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Paratyphoid A ‘ O ” response was poor to either vaccine. 
Reactions with the alcoholized vaccine were less severe 
than with the phenolized. 

Twenty-four rabbits were divided into four groups of 
6 and each rabbit was given 2 standard doses of vaccine 
at 7 days’ interval. The first group received phenolized 
vaccine subcutaneously, the second group the same 
vaccine intravenously; the third group received alcohol- 
ized vaccine subcutaneously, the fourth intravenously. 
No relevant agglutinins were found before inoculation. 
Agglutinin response tested 7, 14, and 21 days after the 
second dose showed slightly less response of Salmonella 
typhi “H” agglutinins in the alcoholized vaccine 
groups than in the phenolized group, but no difference 
in the “O’’; there was a very poor response of “ Vi”’ 
agglutinins to the phenolized vaccine, 5 of the 12 rabbits 
showing no response, while all the animals receiving 
alcoholized vaccine showed appreciable titres. 

Sixty mice were divided into two groups and inoculated 
subcutaneously with phenolized and alcoholized vaccines 
respectively. The doses were: T 50 million, A 25 
million, B 25 million, followed after a week by double 
theseamounts. The challenge dose (2, 5, and 10 M.L.D.) 
of S. typhi and S. paratyphi B was given subcutaneously 
10 days after the second dose of vaccine, similar doses 
of the virulent strains being given to uninoculated 
controls. No significant difference could be detected 
between the protective values of the respective vaccines 
against S. typhi and S. paratyphi B. (The strain of 
S. paratyphi A used for challenge dose proved to be of 
such low virulence that the results were negatived.) 
A similar experiment in which controls inoculated intra- 
peritoneally with the two vaccines were used gave 
results substantially the same. 

At the Stack Medical Research Institute at Khartoum, 
where this work was done, and where T.A.B. vaccine 
is made for the military and civil services in the Sudan, 
it was also found that in a dusty country like the Sudan 
the risks of contamination during the bulk preparation 
of the alcoholized vaccine are considerably greater than 
with the phenolized. It was found, in addition, that 
when the alcoholized vaccine was left in the refrigerator 
for some time the organisms form a firm deposit on the 
bottom of the bottle, whence it is not easy to resuspend 
them. It was decided that the change over to the 
alcoholized vaccine was not justifiable in that country. 

T. D. M. Martin 
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1773. Faucial Diphtheria among Army Personnel in 
Belgium, 1945. An Analysis of 122 Cases 

J. H. Botton and M. J. PrvAwer. British Medical 
Journal [Brit. med. J.] 1, 373-376, March 22, 1947. 1 fig., 
4 refs. 


An account is given of the clinical and bacteriological 
features of cases of diphtheria occurring in the adult 
population in Belgium in 1945, remarkable in that, 
owing to intensive education of medical officers, cases 
were seen unusually early in the disease. 

Throat swabs were taken on admission, and a pre- 
liminary diagnosis (confirmed later) was usually available 


next day. Antitoxin was given on clinical evidence, and 
if clinical and bacteriological diagnosis did not agree, 
swabbing was repeated. When the diagnosis was 
considered certain, penicillin pastilles were given for 
5 days; toxic cases received penicillin intramuscularly. 
Five days after cessation of penicillin treatment, clearance 
nose and throat swabs were taken, repeated on at least 
2 successive days. 

Membrane formation proved of little diagnostic value; 
owing possibly to the partial immunity of the adult 
population at risk, it was delayed and the appearance of 
the membrane much altered. The low incidence of 
neurological complications is attributed to the same 
cause. Oedema of the uvula, palate, tonsillar region, 
and fauces was much more reliable. It is felt that the 
early diagnosis and consequent early treatment with 
large amounts of antitoxin did reduce the incidence of 
circulatory damage, though it had little effect on the 
incidence or severity of neurological complications. 
Though there was some evidence that penicillin pastilles 
were of little value in treating carriers, they apparently 
increased the clearance rate in diphtheria cases. 

C. L. Oakley 


1774. An Outbreak of Diphtheria in a Highly Immunized 
Community 

J. FANNING. British Medical Journal (Brit. med. 1, 
371-373, March 22, 1947. 1 ref. 


During the half-term holiday (Feb. 27 to March 5, 
1946) and in the week before, 8 pupils of a modern school 
for girls developed diphtheria; all had been immunized, 
some with T.A.F., others with A.P.T. When school 
reassembled on March 6, all class contacts and all 
children showing the slightest sign of a sore throat 
(altogether about 10% of the school population) were 
swabbed; all the swabs were negative for diphtheria 
bacilli. Lists of children absent from school were 
circulated to the medical officers of health of their dis- 
tricts. As 94% of the children gave a history of 
** immunization ”’ to diphtheria, no further action was 
considered necessary until 2 cases of diphtheria occurred 
on March 22 and 25; these were in non-immunized 
children. The whole school (except 6 objectors) was 
then Schick-tested; as delay was considered dangerous, 
a 24-hour reading of the Schick reaction was accepted, 
and the 53% of the school regarded as Schick-positive 
on this reading were actively and passively immunized 
by intramuscular injection of 0-3 ml. of A.P.T. and 
500 units of diphtheria antitoxin. The Schick-positive 
members of the staff were given 1 ml. of T.A.F. instead 
of A.P.T. Five-day readings of the Schick reactions 
showed that only 20% of the children were Schick- 
positive. Four more children developed diphtheria on 
March 26: throat swabs were taken from the whole 
school and 8 carriers (7 of them carriers of C. diphtheriae 
gravis) were identified and excluded from school. 

The school broke up on April 11; a further 4 cases 
occurred during the holiday. Two of these were in 
Schick-positive children, and showed up 14 and 21 days 
after combined active and passive immunization; the 
others were in Schick-negative children. On May 2 
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swabbing of the whole school gave negative results; all 
children were given a further 0-5 ml. of A.P.T. — 

The author draws attention to the unexplained 
division of the epidemic into two phases, separated by 
3 weeks; to the occurrence of the disease, and its 
occasional severity, in “ immunized” children; and to 
the limited value of the Schick test in estimating immunity. 
He recommends boosting doses of diphtheria prophylactic 
every 3 years during school life, to maintain immunity. 

C. L. Oakley 


1775. Purified Precipitated Diphtheria Toxoid of Con- 
stant composition (P.T.A.P.) 

L. B. Hort. Lancet [Lancet] 1, 282-285, March 8, 
1947. 6 refs. 


Up to the present the methods employed for the pre- 
paration of diphtheria prophylactics have yielded pro- 
ducts showing considerable variation in antigenicity of 
individual batches. Formol toxoid has shown a 
hundredfold variation, and methods of preparing alum- 
precipitated toxoid (A.P.T.) have introduced further 
variable factors. This has adversely affected the 
assessment of immunizing procedures. The author 
describes the production of a new precipitated toxoid 
of a much improved degree of constancy of composition. 
A modification of Mueller’s semi-synthetic medium was 
used and a refined toxoid was made. A mixture of 
aluminium hydroxide and aluminium phosphate is found 
in various proportions in different samples of A.P.T. 
Both pure aluminium hydroxide and aluminium phos- 
phate, however, will precipitate the toxoid antigen. 
The latter precipitates only proteins, whereas the former 
precipitates other nitrogenous matter. Purified toxoid 
added to a pure suspension of aluminium phosphate is 
precipitated in useful amounts. This was the method 
adopted for the production of P.T.A.P. 

A preliminary test was carried out in guinea-pigs of an 
Lf 50 preparation of this type. One Lf was given 
(diluted in 1 ml. of saline) to 10 guinea-pigs and repeated 
after 4 weeks. Antitoxin titration at this time showed 
that the average content of small amounts of blood was 
0-2 unit to the ml. The geometric mean in blood ob- 
tained in larger amounts after 6 weeks (result of the two 
injections) was 2-25 units to the ml. in one series and 
2-05 units to the ml. in a second. This method should 
yield uniform material if no damage to the toxoid is 
involved, and if the toxoid is of a high degree of purity. 
By varying the amount of aluminium phosphate the 
influence of the amount of mineral carrier could be 
assessed. No evidence of damage to the toxoid was 
obtained; toxoid of 66% purity has been used, and within 
limits the greater the amount of aluminium phosphate 
per unit of toxoid the greater the antibody response in 
guinea-pigs. 

Samples of the toxoid lost only 10% of their floccu- 
lating power after preservation at room temperature for 
a year, and no loss occurred after preservation in the 
refrigerator for 2 years. It is suggested that the existing 
difficulty in the use of A.P.T. as a standard may be 
overcome by maintaining the two components separately 
in the form of (1) purified dried toxoid, and (2) a sus- 


pension of freshly prepared pure aluminium ph 
to be combined at the time of testing. No untoward 
reactions occurred in Schick-positive children and adults, 
and reactions in hypersensitive individuals were less than 
these produced by earlier products. The method laid 
down under the Therapeutic Substances Act for testing 
potency of diphtheria prophylactics requires the injection 
of 1 Lf in 1 ml. into normal guinea-pigs on two occasions 
with a 4-week interval, the subsequent bleeding of the 
animals not later than 3 weeks after the second injection, 
individual assay of the sera for antitoxin, and calculation 
of the geometric mean.~ Since this test is carried out on 
a prophylactic of titre not less than Lf 50, the dilution 
necessary reduces the amount of mineral carrier used in 
the guinea-pig to 1/25 (or less) the quantity in the human 
dose. Guinea-pigs so treated do not show nodule 
development, though nodules occur when smaller doses 
of undiluted A.P.T. are used. In view of this absence 
of tangible evidence of “* depots” in the standard test, 
tests to assess the optimal mineral carrier content were 
carried out in guinea-pigs with preparations in which 
the ratio of toxoid to carrier was varied, the toxoid dose 
being maintained at 1 Lf and two injections being given. 
The average titres after 4 weeks and mean titres after 
6 weeks were calculated as before. The results show that 
with 3 mg. of aluminium phosphate (corresponding to 
the actual amount contained in human prophylactic) the 
primary stimulus in the guinea-pig was ten times as 
effective as when 0-06 mg. (the human prophylactic 
diluted) was used. Stimulation by two doses was four 
times as effective with the former reagent. The optimal 
amount of mineral carrier was found to be approximately 
2-75 mg. for each injection, and the “ gain” obtained 
aftet a second dose (the ratio of the secondary to the 
primary response) is inversely proportional to the dose 
of aluminium phosphate in the antigen. 
: G. T. L. Archer 


1776. Clinical Trials of Diphtheria Toxoid Aluminium- 
phosphate-precipitated to Determine Optimal Aluminium- 
phosphate Content 

G. BousrieLp. Lancet [Lancet] 1, 286-288, March 8, 
1947. 2 figs. 


Clinical trial of the diphtheria prophylactic prepared 
by Holt’s method was carried out by the author. Schick- 
positive children between their first and second birth- 
days were used, and the effect was assessed by the Schick 
conversion rate. In the first series 0-3 ml. of a 10 Lf per 
ml. aluminium phosphate toxoid was used, samples 
containing phosphate concentrations of from 0-5 to 
4 mg. to the ml. being employed. The Schick conversion 
rate in different series showed an increase with rising 
aluminium phosphate content, but the results suggested 
that a larger dose of toxoid should be tested. Other 
children were therefore immunized with a 0-5-ml. dose, 
and aluminium phosphate up to 15 mg. to the ml. 
Results suggested 10 mg. of phosphate to the ml. as the 
optimal dose. 

The relationship between nodule formation and Schick 
conversion was investigated. The evidence was 7 to 
3 in favour of satisfactory primary stimulation being 


a 
re 
b 
if 
r 


DIPHTHERIA 567 


associated with some degree of local fibrosis. The 
relationship between both these effects and aluminium 
phosphate content is shown graphically, the curves 
bearing a striking resemblance. No reactions severe 
enough to suggest that excessive aluminium had been 
injected were encountered, although the subcutaneous 
route was used. 

These observations on the importance of the aluminium- 

te content may partially explain the variation 
in results which has been found in the past. Conclusions 
were based on observations of primary stimulation, but 
each child received a secondary stimulus also and all 
were rendered Schick-negative before discharge. The 
comparison between the conversion rates before and after 
the second dose was instructive. The regulations under 
the Therapeutic Substances Act require two injections in 
animals, but this work suggests that response to a single 
injection reveals more clearly the difference between good 
and relatively inferior batches of antigen. Plotted as 
graphs the results of primary immunization rose sharply 
as the aluminium phosphate content was increased, while 
the curve of the results after two doses was much flatter 
and revealed no such sharp difference in quality. 

[The references to the Therapeutic Substances: Act in 
this and in Abstract No. 1775 are of interest because, as 
has been suggested by the abstrdcter, in connexion with 
other biological products, regulations under this Act 
specifying detailed methods or named media may fail 
to allow for advances in technique. Regulations calling 
for the employment of the best current procedures, as 
used by a recognized authority, to obtain the end in 
view might be preferable and could include a specification 
of such authority (Government, professorial, or research 
laboratories).] G. T. L. Archer 


1777. Penicillin in the Treatment of Diphtheria 

M. N. De, J. R. CHATTERJEE, and L. GANGULI. British 
Medical Journal [Brit. med. J.] 1, 376-380, March 22, 
1947. 4 refs. 


The authors, noting that the literature contains no 
record of the treatment of diphtheria with penicillin 
alone, decided to treat mild cases with the drug. For 
the investigation 27 cases were chosen (16 bacteriologic- 
ally proved, 11 clinically diagnosed) divided into four 
groups: early cases, bacteriologically positive or negative, 
and moderately severe cases, similarly divided. Sodium 
penicillin 10,000 units was injected intramuscularly every 
3 hours from a 100,000-unit lot dissolved in 20 ml. of 
sterile normal saline and kept in the refrigerator. Cessa- 
tion of penicillin treatment was determined by the return 
of pulse rate and temperature to normal, the disappearance 
of the membrane, and failure of swabs taken on 3 succes- 
sive days to grow diphtheria bacilli. In the early cases 
the temperature fell to normal in from 48 hours to 6 days, 
the membrane disappeared in from 2 to 5 days, and the 
throat swabs became negative in bacteriologically 
positive cases in 3 to 7 days. On the whole the 
moderately severe cases took longer to clear up. Cases 
were kept in hospital from 1 to 4 weeks [presumably 
after cessation of penicillin treatment], and except in 
2 cases, in which pyrexia developed—1 after intentional 


stoppage of penicillin treatment, and 1 after unintentional 
stoppage—no complications were observed. No patient 
died. 

The authors are of the opinion that further work on 
the treatment of mild cases of diphtheria is justified, as, 
though 3-hourly intramuscular injections of penicillin are 
disadvantageous, the method is cheap and may lead to 
the development of solid immunity in the sufferers— 
a result much to be desired in India, where prophylactic 
immunization against diphtheria is seldom carried out. 

C. L. Oakley 


1778. The Treatment of Acute Diphtheria and the 
Chronic Carrier State with Penicillin 

L. WEINSTEIN. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 213, 308-314, March, 1947. 17 refs. 


A report is given of 38 cases of diphtheria, 12 of which 
were treated with antitoxin alone and 26 with penicillin 
in addition to the antitoxin. No striking difference could 
be detected in the clinical course of the patients in the 
two groups. Although the number of patients studied 
was too small to draw any conclusion concerning the 
effect of penicillin therapy on the incidence of complica- 
tions, yet the drug seemed to be of little value in this 
respect. Penicillin does not, therefore, eliminate the 
need for administering adequate amounts of antitoxin 
in diphtheria. The outstanding difference between the 
two groups was a marked reduction in the time required 
for the causative organism to disappear from the pharynx 
and nose in those treated with penicillin—an average of 
3-96 days in comparison with one of 33-25days in those 
treated with antitoxin alone. In addition 15 chronic 
diphtheria carriers were cured by penicillin therapy. -A 
dose of 240,000 units a day for 12 days is suggested for 


‘the treatment of diphtheria carriers, and the same dose 


combined with adequate antitoxin therapy for the 
treatment of acute diphtheria. D. M. Dunlop 


1779. Penicillin in Treatment of Diphtheria and Diphtheria 
Carriers 

S. Kare.itz, L. R. WASSERMAN and R. E. MOLOSHOK. 
Journal of Pediatrics {J. Pediat.| 30, 18-28, Jan., 1947. 
2 figs., 8 refs. 


This paper is based on a study of diphtheria among 
American soldiers and prisoners of war in five hospitals 


in Europe during the autumn and winter of 1944. The. 


original plan was that in two of the hospitals the patients 
were to be treated by intramuscular penicillin, in the 
third hospital by penicillin spray, in the fourth by 
intramuscular injections and spray, and in the fifth by 
antitoxin only, but this arrangement had to be modified 
to comply with existing conditions. All patients with 
typical lesions and positive swabs were given antitoxin. 
In faucial diphtheria intramuscular penicillin produced 
a considerable reduction in the period of infection— 
after 15 days less than 5% showed the presence of bacilli 
in swabs. Local penicillin was without any appreciable 
effect. The results were similar in each of the five 
hospitals. In carriers the results of treatment with local 
penicillin were inconclusive but warrant further trials; 
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with intramuscular injections 10 out of 14 carriers 
were cured. Penicillin will not prevent toxic complica- 
tions of diphtheria but it has a decided influence on 
complications due to pyogenic organisms. Penicillin 
should not be used as a substitute for diphtheria antitoxin. 
Jas. M. Smellie 


WHOOPING-COUGH 


1780. Prophylaxis of Whooping Cough. (Profilaxis de 
la tos ferina) 

—. JARDON, —. ANDOLZ-AGUILAR, and S. DE LOS 
TERREROS AMEZAGA. Acta Pedidtrica Espafiola [Acta 
pedidt. esp.] 5, 135-159, Feb., 1947. 7 figs., 47 refs. 


The authors summarize some recent work on the treat- 
ment and prophylaxis of whooping-cough and give their 
own clinical impressions. In Spain the incidence of 
diphtheria and whooping-cough from 1931 to 1935 was 
as follows: 


| Diphtheria} Whooping- 


cough 
Morbidity per 100,000 inhabitants 36°61 282-62 
Mortality per 100,000 inhabitants 4:97 5-16 


Apart from immediate complications, whooping-cough 
produces a state of anergy which predisposes to tuber- 
culosis. Institutional epidemics have a high mortality 
rate; in the authors’ series of infants 14% (32 patients) 
died, and this death rate is rather lower than that quoted 
by several observers for the same age group. Most 
deaths are due to bronchopneumonia, the most common 
cause after this being nervous complications. Prophy- 
laxis against the complications as well as the disease is 
important in reducing the death rate, and early diagnosis 
is essential. 

Graphs are produced showing an increased incidence 
of attacks of coughing in 9 patients on a particularly 
rainy day, and, as this was not observed at other times, 
the authors conclude that atmospheric humidity signi- 
ficantly influences the number of attacks. The disease 
is spread by droplet infection and probably by sputum, 
as on dirty linen. Abortive forms of the disease pos- 
sibly occur, which explains the occasional appearance of 
apparently spontaneous cases. Contacts should be 
isolated for a week or two, or longer if very young. 
Prophylaxis takes the form of passive immunization for 
contacts. Active immunity takes from 3 to 4 months 
to establish, and vaccination may do more harm than 
good in those already exposed to infection. With 10 
children in the early catarrhal stage of the disease the 
authors used serum from _ retroplacental blood 
(“ oposerum’’), giving 10 ml. on alternate days for 
4 doses, with “ pleo-pertus” vaccine [dose not 
stated]. In 5 patients whooping-cough did not appear; 
in 3 the appearance of the whooping stage was delayed 
and the disease mild; in 2 the disease developed in 
typical fashion. The authors think it likely that good 
results will be obtained with gamma-globulins and hyper- 
immune human serum. After infection agglutinins 
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persist for 5 months and positive complement-deviation 
for 18 months; immunity is lifelong. 

The authors attach much importance to treatment with 
vitamins K and C. The use of vitamin K is based on 
their finding of a prolonged prothrombin time in the 
catarrhal as well as the spasmodic stage of the disease, 
The prothrombin lack is attributed to liver damage 
stasis, and is thought to be in part responsible for the 
multiple small haemorrhages which may be found in the 
brain and elsewhere. Slides are reproduced illustrating 
these lesions. The spasmodic cough may have a nervous 
origin and be at least aggravated by the cerebral lesions, 
and the authors claim great benefit from vitamin K 
administration (10 mg. daily), reinforced with vitamin C, 
given either prophylactically or in the catarrhal stage of 
the disease. Non-specific vaccination is without good 
effect, and in fact, in the authors’ series there were 4 
deaths from vaccinia in infants who had been vaccinated 
while ill with whooping-cough. 

The authors give no personal experiences with active 
immunization, but review the literature on this subject 
and recommend that vaccination for whooping-cough 
be combined with immunization for diphtheria. In 
view of the relatively high incidence of whooping-cough 
in infants up to 6 months old, they suggest immunization 
of pregnant women at the seventh month, at least where 
epidemics are prevalent. They used sulphathiazole 
(0-1 g. per kilo body weight) in 15 patients, without 
beneficial effect on the incidence of bronchopneumonia, 
and are not in favour of prophylactic sulphonamide 
therapy. They recommend the use of vitamin D to 
prevent rickets, which may complicate the disease, and 
of vitamin C not only for its alleged curative properties 
but as a prophylactic against tuberculosis. 

L. P. R. Fourman 


1781. The Agglutinative Reaction for Hemophilus 
pertussis Following Whooping Cough and Following 
Immunization 

P. F. pEGARA and S. A. Mayer. Journal of Pediatrics 
[J. Pediat.] 30, 171-176, Feb., 1947. 2 figs., 8 refs. 


In this investigation of agglutination reactions for 
Haemophilus pertussis, serum was collected from 130 
children aged 1 to 12 years and kept at 4° to 6° C, until 
tested 1 to 2 weeks later. The antigen employed was a 
coloured suspension of killed pertussis bacilli, diluted to 
a density of 4 billion organisms per c.mm. Serial two- 
fold dilutions of serum in saline, 1 : 5 to 1 : 5,120, were 
mixed with equal volumes of antigen, shaken by hand, 
and incubated in a water bath at 55°C. overnight. 
Readings were made next morning, the titre being taken 
as the last tube in which agglutination was visible to the 
naked eye. The results were classed as negative, 0 to 
1:10; low titre, 1:20 to 1:80; high titre, 1 : 160 
upwards. Several controls were used in each case, and 
a microscope slide agglutination test was carried out 
also in each case. 

This sample of 130 children comprised 4 groups: 
(1) children with a history of pertussis 3 months to 11 
years previously; (2) children who had had a prophy- 
lactic course of pertussis vaccine 6 weeks to 9 years 
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before; (3) children who had had a course of pertussis 
antigen, “ tri-immunol”; (4) controls with no history 
of pertussis or prophylaxis. The results of the agglutina- 
tion reactions in each group are shown in the diagram 
below. It was noted that slide agglutination was un- 
reliable in distinguishing between high and low titres. 


PERTUSSIS RTUSSIS RTUSSIS] CONTROL 


24 38 
KEY: TITRES = 1:160- 15120 = “HIGH” 

@BTITRES = 120-160 

TITRES= O-1:10 = “NEGATIVE” 


It is concluded that agglutination reactions are of 
limited value in determining the state of immunity of a 
child who is alleged to have had pertussis. Prophy- 
lactic vaccination is followed by a high agglutinin titre 
in a majority of cases. Three out of 46 vaccinated 
children failed to show agglutinins; 2 of these showed 
agglutinins in high titre after a further booster dose of 
vaccine; the third case did not. This third child de- 
veloped pertussis while under observation; only 1 other 
vaccinated child did this. From this work and the 
clinical reports of Cravitz and Cauley (J. Amer. med. 
Ass., 1945, 129, 539) the evidence is that bacterial vaccines 
confer high agglutinin titres and immunity, while 
“antigens” do not. Where agglutinins are present a 
single booster dose of vaccine will considerably raise the 
titre. In some cases agglutinins were demonstrable in 
high titre after a booster dose where they had not been 
apparent before. M. MacGregor 
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1782. Studies on Malarial Parasites. VI. The Chemistry 

and Metabolism of Normal and Parasitized (P. knowlesi) 

Monkey Blood 

R. W. McKee, R. A. Ormssee, C. B. ANFINSEN, Q. M. 

GeEIMAN, and E. G. Batt. Journal of Experimental 

— [J. exp. Med.] 84, 569-582, Dec., 1946. 2 figs., 
refs. 


The ultimate aim of this investigation was the culture 
and continued subculture of the erythrocytic form of 


- 


P. knowlesi in a synthetic medium containing only sub- 
stances of known structure and purity. The constitution 
and preparation of the culture medium are described. 
It contained 28 ingredients, including inorganic salts, 
substrates, vitamins, co-factors, and nitrogenous bases. 
Growth experiments were carried out by the rocker- 
dilution and rocker-perfusion methods described else- 
where (J. exp. Med., 1946, 84, 583). Greater multiplica- 
tion of the parasites took place in a medium rich in 
sodium than in one rich in potassium. High oxygen 
tensions (95% O,; 5% COs.) were detrimental to growth 
and resulted in a large proportion of abnormal forms. 
Very low oxygen tensions had no effect on growth. The 
standard gas phase adopted for cultivation experiments 
was 5% carbon dioxide, 95% air (alveolar air). In 
subculture experiments it was necessary to add whole 
blood or serum to the synthetic medium, but only 5% was 
required for good subculture multiplication. Parasites 
subcultured to the sixth generation produced typical 
malaria when injected into monkeys. 

Plasma from a parasitized monkey was less effective 
than normal monkey plasma in replacing missing factors 
in the synthetic medium; also, parasite multiplication 
increased with increasing proportions of normal blood 
used to dilute parasitized blood for cultivation. This 
suggested that normal blood contained more of the 
missing factors than parasitized blood, though immuno- 
logical effects might be involved. When parasitized 
plasma was heated to 56°C. for 30 minutes, parasite 
growth was nearly as good as with normal plasma. Pure 
albumin would to some extent replace plasma in support- 
ing in vitro parasite growth. 

Parasites would not grow with glycerol alone as sub- 
strate, but normal growth was obtained with glycerol 
and glucose together. Some growth and multiplication 
were supported in a simple glucose—para-aminobenzoic 
acid-isotonic saline medium, but maximum development 
was obtained only when the complete synthetic medium 
was used. Attempts to fractionate the complete medium 
into essential and non-essential components were 
unsuccessful. Addition of folic acid, inositol, glucos- 
amine, trace elements, plasma protein fractions, and 
further amino-acids to the synthetic medium had no 
beneficial effect on parasite growth. Use of albumin 
instead of plasma, together with subculture methods, is 
suggested as a means of detecting minor omissions from 
the nutrient medium. P. B. Marshall 


1783. Studies on Malarial Parasites. VIII. Factors 
Affecting the Growth of Plasmodium knowlesiin Vitro 
C. B. ANFINSEN, Q. M. GEIMAN, R. W. McKezg, R. A. 
Ormssee, and E. G. BALL. Journal of Experimental 
Medicine [J. exp. Med.] 84, 607-621, Dec., 1946. 1 fig., 
7 refs. 


Chemical and metabolic observations on monkey 
blood, normal and parasitized with P. knowlesi, were 
carried out with a view to obtaining information for 
developing methods of in vitro culture of malaria parasites. 
The inorganic sodium, potassium, chloride, phosphate, 
and carbonate content of whole blood, plasma, and red 
cells was compared in normal and infected monkeys. 
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Inorganic phosphorus decreased in parasitized blood, 
accompanied by an increase in total phosphorus in red 
cells. The potassium content of parasitized red cells 
was slightly higher than that of normal cells. Addition 
of substrates to parasitized whole blood did not increase 
its respiration rate, but that of washed parasitized cells 
was greatly increased by glycerol, lactate, and glucose, 
slightly increased by amino-acids, and unchanged by 
succinate and acetate. 

The oxygen consumption of parasitized cells was 
inhibited up to 88% by cyanide, suggesting the presence 
of heavy metal catalysts and also of flavo-protein type 
enzymes, since the cyanide inhibition was not complete. 
Attempts to distinguish between copper and iron 
enzymes in the cyanide-sensitive system by carbon 
monoxide inhibition followed by light irradiation were 
unsuccessful. Increased oxygen tension had an adverse 
effect on parasite respiration. Normal monkey blood 
utilized oxygen only in the presence of methylene blue 
but converted glucose anaerobically to lactate. Para- 
sitized red cells converted glucose to lactate 68 times as 
rapidly as normal cells, and also utilized the lactate 
formed, probably through pyruvate. Parasitized red 
cells showed greater lactic dehydrogenase activity than 
normal cells. The application of these observations to 
the requirements of culture media for malaria parasites 
is discussed. P. B. Marshall 


1784. Immunization of Ducks Against Malaria by Means 
of Killed Parasites with or without Adjuvants 

K. J. THompson, J. Freunp, H. E. Sommer, and 
A.W. Water. American Journal of Tropical Medicine 
yi J. trop. Med.\ 27, 79-105, March, 1947. 16 figs., 
10 refs. 


The authors had previously immunized adult ducks 
against infection with Plasmodium lophurae by giving 
three injections of vaccine at monthly intervals (Science, 
1945, 102, 200); the vaccine used was made with formalin- 
killed P. lophurae parasites suspended in normal saline 
and incorporated by means of an emulsifying agent into 
a water-in-oil emulsion with dried tubercle bacilli sus- 
pended in paraffin oil; the additional substances are 
termed adjuvants. The. present paper reports further 
similar experiments, new facts about P. /ophurae infection 
in normal ducks, an experiment onegimmunization of 
ducks against P. cathemerium, and a cross-immunity 
experiment between P. lophurae and P. cathemerium. 

For immunization against P. lophurae young ducks 
about 2 months old and weighing 2,500 to 3,000 g. were 
used. To prepare the vaccine, erythrocytes of heavily 
infected blood of adult ducks were washed twice with 
normal saline, suspended in a volume of formalin- 
saline (0-1°%) equal to that of the original blood, and kept 
at 4° C. for 18 hours; the cells were then washed three 
times in normal saline, suspended in saline, and used 
either with or without the adjuvants. The vaccines 
were injected intramuscularly or subcutaneously (or 
both) in one, two, or three doses at intervals of 4 to 8 
weeks; the test (challenge) inoculation of infected blood 
was given intravenously, usually 4 to 6 weeks after the 
last dose of vaccine or 10 weeks after a single injection; 
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in one experiment tests were made after 2 months ang 
6 months. Ducks which survived were observed for 
several months; post-mortem examinations were 
eventually made on all the ducks. 

In unvaccinated ducks P. lophurae usually causes an 
acute and fatal infection, with death at about the ninth 
day; there is a steady decrease in the number of 
erythrocytes and in haemoglobin, resulting in severe 
anaemia. The effects depend on the infecting dose; in 
experiments made by the authors all 4 ducks survived 
after a dose of 10 million parasites, 1 out of 4 after 
100 million, 7 out of 16 after 1,000 million, 4 out of 47 
after 3,000 million, and 1 out of 7 after 5,000 million, 
The parasitaemia varied correspondingly, but in all 
groups some ducks showed a low level of parasites. 

Six experiments are recorded in which groups of 4 or 
5 ducks received various doses of vaccine with or without 
adjuvants; unvaccinated ducks served as controls. The 
efficacy of vaccination was judged by the proportion of 
deaths from malaria, and by the degree and duration of 
parasitaemia considered in relation to the time after 
vaccination at which tests were made. The vaccine with 
adjuvants produced a local reaction, especially in the 
muscles, and often amyloidosis of the liver and ascites, 
Saline suspensions of parasites produced negligible local 
reactions and did not cause amyloidosis, hence immunity 
to malaria does not depend on the presence of this 
condition. The results showed that vaccination with 
killed parasites, with or without adjuvants, had a con- 
siderable protective effect; this was of relatively short 
duration when no adjuvants were used, but when they 
were present in the vaccine it lasted for at least 6 months. 
Repeated injections were more effective than a single one. 
Subcutaneous injections with either form of vaccine were 
ineffective. 

Most adult ducks survive infection with P. cathemerium 
in doses of up to 7,500 million injected intravenously; 
parasites appear in the blood within 24 hours, their 
number varying from about 20 to 50 per 100 erythrocytes, 
and usually disappear within 10 to 14 days. An 
immunization experiment, similar to those with P. 
lophurae, was made with P. cathemerium with and without 
adjuvants; the test dose was 7,500 million parasites. In 
the vaccinated ducks the parasitaemia was of shorter 
duration and its maximum level was slightly lower and 
was reached more quickly than in the controls. The 
authors conclude that the vaccination was effective. 

Four ducks which had survived infection with 10 to 
100 million P. /ophurae parasites were again inoculated 
intravenously a month later with 1,000 million parasites 
of P. lophurae; 3 of them showed a light infection 
(0:2 to 0-8%) for 1 or 2 days, while the fourth duck had 
no parasites in its blood. Six weeks later they were 
injected intravenously with 7,500 million P. cathemeriunt 
parasites and all showed a light infection (not over 1-8°%) 
lasting for 1 or 2 days, while in a control duck the 
parasitaemia reached 30-2%. The authors conclude that 
cross-immunity developed. 

Observations on the erythrocyte counts and haemo- 
globin values in infections with P. lophurae or P. cathe- 
merium in vaccinated and unvaccinated ducks suggested 
that failure-to find parasites, or the presence of only a 
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few, in the blood indicates prompt removal of the 
itized erythrocytes as a result of specific immunity 
rather than a failure of parasitization of the cells. 
J. F. Corson 


1785. A Preliminary Report on the Antimalarial CAM- 
AQI 

._ I. Baz, and F. Morxos. Journal of the 
Royal Egyptian Medical Association [J. R. Egypt. med. 
Ass.] 30, 99-103, Feb., 1947 


A new quinoline derivative, described as 4(3’-diethyl- 
aminomethyl-4’-hydroxyanilino) 7-chloroquinoline di- 
hydrate dihydrochloride, ‘““ CAM-AQI”’, has been tested 
in Egypt on 3 cases of malignant and 39 cases of benign 
tertian malaria. CAM-AQI is said to be a yellow crystal- 
line powder, very soluble in water and readily absorbed 
from the gastro-intestinal canal. It causes little or no 
staining of the skin and its toxicity is from a quarter to 
a half that of mepacrine. A man has received 1 g. in 
24 hours without showing signs of toxicity. Various 
treatment schedules were followed: (1) An initial dose 
of 0-1 g. followed by 0-5 g. every 12 hours for seven 
doses—a total of 0-45 g. (2) An initial dose of 0-1 g. 
followed by 0-1 g. every 12 hours for three doses—a total 
of 0-4 g. (3) An initial dose of 0-15 g. followed after 
12 hours by 0-15 g. and then two doses every 12 hours 
of 0-1 g.—a total of 0-5 g. (4) An initial dose of 0-2 g. 
followed by 0-2 g. after 12 hours—a total of 0-4 g. 
The drug had no marked effect on gametocytes, but 
vegetative forms of Plasmodium vivax and P. falciparum 
disappeared from the blood within 48 hours. Thirty 
cases were followed for 3 to 5 months without relapse. 
Toxic symptoms were nausea and vomiting, diarrhoea 
and tenesmus, headache, palpitation and fainting, but 
they rapidly disappeared and left no after-effects. One 
pregnant woman did not abort. G. M. Findlay 


1786. The Use of Avian Malaria for the Discovery of 
Drugs Effective in the Treatment and Prevention of 
Human Malaria. II. Drugs for Causal Prophylaxis and 
— Cure or the Chemotherapy of Exo-erythrocytic 
‘orms 
D.G. Davey. Annals of Tropical Medicine and Parasi- 
pe [Ann. trop. Med. Parasit.] 40, 453-471, Dec., 1946. 
refs. 


This paper describes investigations into the chemo- 
therapy of exo-erythrocytic forms of avian malarial 
parasites, which were undertaken at a time when publica- 
tion of research work on malaria was banned. The 
literature is summarized and the reasons for concentrating 
on the exo-erythrocytic forms are discussed. Six-day- 
old chicks weighing about 50 g. were used, and infected 
intravenously with sporozoites of Plasmodium galli- 
naceum from Aédes aegypti. No parasites were present 
in the blood until 36 hours later, as demonstrated by 
subinoculation; infective material was obtained from 
the spleen during this period. The sporozoites were 
present for too short a time for it to be likely that any 
drug would exert an action upon them. The period of 
36 hours was considered long enough for a drug to 


interfere with the exo-erythrocytic development which 
was presumed to be going on during that time. After 
36 hours parasites increased in the blood and exo- 
erythrocytic forms also increased. Neither mepacrine 
nor quinine affected the early or late generations of 
exo-erythrocytic parasites, and attention was focused on 
pamaquin and “ paludrine”. Control chicks were injected 
intravenously with an inoculum prepared by grinding up 
the mosquitoes in a Griffiths tube. Enough inoculum 
was used to provide approximately one mosquito per 
chick. These control chicks died from the blocking of 
cerebral capillaries by masses of developing exo-erythro- 
cytic forms in from 7 to 10 days. Thus, any drug which 
prolonged or saved the lives of such chicks could be 
said to exert aneffect onexo-erythrocyticforms. Sulphon- 
amides, pamaquin, and paludrine were found to reduce 
the mortality rates. Chicks treated before the fifth day 
with doses of 25 mg. twice daily and less of various 
sulphonamides survived. Paludrine in doses of 3 mg. 
and less controlled the infection when the chicks were 
almost moribund. It was difficult, however, to sterilize 
the infection with paludrine if this drug was given after 
the second day. The effects of drugs on early and late 
generations of exo-erythrocytic forms may therefore be 
different. Pamaquin in doses of 2 mg. delayed the death 
of the chicks for several days. Paludrine was effective 
in chicks and canaries inoculated with P. lophurae, but 
was only mildly inhibitory to P. cathemerium. Sulphon- 
amides, though acting more slowly than paludrine, 
had a marked effect on the exo-erythrocytic forms of 
P. gallinaceum but no action on P. cathemerium. All 
drugs were given by mouth. J. Newsome 


1787. Activation of Paludrine in Vitro 
F. HAwkinc. Nature [Nature, Lond.) 159, 409, March 
22, 1947. 2 refs. F 


“* Paludrine ’’, an antimalarial recently introduced into 
medicine, has been stated to have an action against the 
exo-erythrocytic forms in avian malaria. This effect has 
now been examined in vitro in tissue culture, and the drug 
has been found to have no effect against the exo-erythro- 
cytic forms of Plasmodium gallinaceum or against the 
parasites of P. cynomolgi cultured in vitro. The sera of 
monkeys or chicks, however, treated with paludrine 
possessed an antiplasmodial action which is absent when 
paludrine is added direct to the cultures. Paludrine 
probably does not itself possess antimalarial action, but 
is converted in the body into an active derivative. 

R. Wien 


1788. The Absorption and Excretion of Paludrine in the 
Human Subject 

B. G. MAgGRAITH, M. M. Torrey, A. R. D. ADAms, 
W. H. H. Anprews, and J. D. Kinc. Annals of Tropical 
Medicine and Parasitology (Ann. trop. Med. Parasit.] 40, 
493-506, Dec., 1946. 4 figs., 24 refs. 


Post-absorption curves of the plasma concentrations 
of “ paludrine” after doses of from 50 to 500 mg. 
showed.a maximum level after 48 hours. The higher the 
dose the higher the plasma level after 24 hours, an 
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observation of clinical importance. The peak concentra- 
tion after 500 mg. was 400 yg. per litre. After a clinically 
effective dose of 5 mg. the plasma level was only 6 jug. per 
litre. A series of observations was made over 14 days 
with dosages of 500 mg. and 50 mg. twice daily. A 
plateau concentration of 300 to 500 mg. per litre was. 
reached about the third day on the dosage of 500 mg., 
and a plateau of 50 to 150 yg. per litre on the dosage of 
50 mg. On the lower dosage the drug disappeared from 
the plasma in less than a week. Since the equilibrium 
was reached so much more quickly with paludrine than 
with mepacrine, a “loading dose’’ of paludrine was 
considered clinically unnecessary. The plasma con- 
_ centration at the time of administration had no effect on 
the post-absorption curve. Doses of from 5 to 50 mg. 
were injected slowly intravenously, and it was found that 
the plasma concentration fell very rapidly after injection, 
because of rapid excretion in the urine and rapid fixation 
in the tissues. In two necropsies the highest concentra- 
tion of the drug was found in the kidneys. The con- 
centration in whole blood varied from two to four times 
that in the plasma in different subjects. By the methods 
of the Army Malaria Research Unit the percentage of 
the drug in red cells, white cells, and plasma was deter- 
mined. Approximately 70% was fixed in the red cells 
as compared with 70% in the white cells in the case of 
mepacrine; 70 to 80% of the plasma concentration was 
bound to protein, the same degree of binding as for 
mepacrine. The urinary excretion accounts for 40 to 
60% of the drug ingested, whether given as a single 
dose or as a full therapeutic course. There was no 
correlation between the urinary concentrations or the 
urinary ammonia and the plasma levels as has been 
demonstrated for mepacrine. Approximatély 10% only 
of the drug is excreted in the faeces. J. Newsome 


1789. Synthetic Antimalarials. Part XI. The Effect of 
Variation of Substituents in Derivatives of Mono- and 
Di-alkyl-pyrimidines 

R. Hutt, B. J. Lovett, H. T. OpeNsHaw, and A. R. 
Topp. Journal of the Chemical Society [J. chem. Soc.] 
41-52, Jan., 1947. 19 refs. 


As certain 2-amino-4-dialkylaminoalkylamino-5 : 6- 
dialkyl-pyrimidines are active antimalarial agents against 
Plasmodium gallinaceum in chickens, further compounds 
were prepared. 
2: 5-dimethylpyrimidine is the most active of all the 
simple pyrimidines yet prepared and is active in a dose 
of 20 mg. per kilo of body weight. G. M. Findlay 


TRYPANOSOMIASIS 


1790. A New Approach to Trypanosomiasis 

H. FAIRBAIRN and A. T. Cutwick. Annals of Tropical 
Medicine and Parasitology {Ann. trop. Med. Parasit.| 40, 
421-452, Dec., 1946. 46 figs., 27 refs. 


A number of so far uncorrelated observations on the 
morphology and multiplication of trypanosomes have 
been brought together and fitted into a hypothesis based 
on the presence of negatively and positively charged 


trypanosomes in host and fly. If the protozoa are 

regarded as bodies carrying an electric charge, the blood 

corpuscles, which carry a negative charge, would be 

expected to exert physical effects upon them. The 

electrostatic field round a blood corpuscle was found to 

be strong enough to attract positively charged trypano. 

somes, and repel those negatively charged as well as other 

blood corpuscles. The repulsion of the negatively 

charged protozoa produced the short forms, and the 

attraction of those positively charged produced the long 

thin forms. The short forms lay apart from the ted 

blood cells in films, and the long forms lay close to the 

cells, thus providing a method of estimating the per. 

centage of positive and negative forms in a smear which 

compared favourably with the glucose-saline method, 

Long, intermediate, and short forms were isolated sta. 

tistically from a sample of 8,794 trypanosomes measured 
in fifteen consecutive daily films from a fly-infected rat, 

Two variants of each of these types were found—one 
electropositive and one electronegative; the latter being 
significantly shorter in length than the former. By 
watching motile trypanosomes in a Ringer—glucose 
solution the phenomenon of agglomeration was studied, 
It was considered that actual syngamy took place because 
of changes in nuclear staining properties. Photographs 
of the process are given. Two significantly different 
types of metacyclic trypanosomes were isolated from the 
fly, and these gave rise to the three blood types. From 
this, and the observation that only one blood type—the 
long type—reproduced by fission, the genetic composition 
of the three types was deduced. It seemed likely that 
there were two unpaired chromosomes, and that the 
long type contained one of each. The other two types, 
being produced from the long type by syngamy and not 
dividing by fission, were not infective. The frequent 
failure to infect rats with single trypanosomes was 
probably due to failure to inoculate a long thin form 
which would be able to reproduce itself. Some fixed 
strains which have been maintained for years were 
considered to consist of types with a high rate of fission, 
and little tendency to the formation of intermediate and 
short types by syngamy. Their behaviour was thus not 
directly comparable to that of naturally occurring strains. 
Syngamy, it was suggested but not established, occurred 
between trypanosomes with opposite electrical charges. 
The authors hope that others may confirm and amplify 
their views or provide a sounder synthesis of the available 
information. 

[Confirmation of syngamy by Trypanosoma rhodesiense 
and T. simiae is desirable. Fusion of the nuclei, on 
which the presence of syngamy depends, had not been 
previously observed, and the authors state that it probably 
occurs only “ for a matter of seconds ”’.] 

J. Newsome 


1791. Therapy of Ti 


B. A. Rustin. Journal of Bacteriology [J. Bact.) 53, 
375-376, March, 1947. : 


Prodigiosin and synthetic pyrrole derivatives are 
trypanocidal in vitro but not in vivo. Oxygen analogues 
in the form of natural and synthetic lactones were 
effective in vitro, and in certain cases provided permanent 
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cures of Trypanosoma equiperdum infections in mice. 
The level of this activity depended on the nature of the 
substituents and the position of the unsatu rated linkages. 
Compounds which were trypanocidal were not anti- 
bacterial. The parent substance of anemonine, the 
synthetic 2-pentene-1 : 4-olid, had trypanocidal activity 
but none of the antibacterial action of anemonine. The 
in vitro trypanocidal activity of some lactones, parti- 
cularly “ parasorbic”’ acid, could be inhibited by 
p-alanine and to some extent by «-alanine, but neither 
calcium pantothenate nor pantolactone had any inhibitory 
action. G. M. Findlay 


1792. The Treatment of Sleeping Sickness by Intravenous 
Injections of Silver Arsenate. (Note sur le traitement de 
la trypanosomiase par injections intraveineuses d’arséniate 
d'argent) 

A. PrerRON. Comptes Rendus Hebdomadaires des 
Séances de |’ Académie des Sciences [C. R. Acad. Sci., 
Paris] 224, 163-164, Jan. 13, 1947. 


The author claims remarkable results in the treatment 
of sleeping sickness in French Gabon by intravenous 
injections of silver arsenate for 30 consecutive days. No 
details are given of dosage beyond the statement that 
only very small doses, about one-hundredth of those 
normally injected, are required to bring about cure. 
Of 48 early cases 48 were cured, while 19 with nervous 
involvement were also all cured. Blindness due to 
tryparsamide is said to improve, while in arsenic-resistant 
cases the trypanosomes are readily destroyed. No toxic 
reactions occurred. 

[No mention is made of argyriasis, nor of the period 
of surveillance after completion of treatment.] 

G. M. Findlay 


1793. Researches in the Phenanthridine Series. Part 
Vill. Further Investigation of Trypanocidal Types 

L. P. WALLS, C. H. BROWNING, K. M. CALver, and 
M. W. Leckie. Journal of the Chemical Society [J. chem. 
Soc.] 67-74, Jan., 1947. 9 refs. 


Quarternary phenanthridine compounds containing 
two primary amino-groups, one at least of which is 
situated in the phenanthridine nucleus, constitute the 
most powerful chemotherapeutic agents known against 
Trypanosoma congolense but have slight or no action 
against 7. brucei. Reduction of trypanocidal action is 
produced by substitution in the amino-group or groups 
of the phenanthridine part of the molecule. 

G. M. Findlay 


AMOEBIASIS 


1794. Liver Damage in Amoebiasis 
D. SHute. British Medical Journal [Brit. med. J.| 1, 
172-175, Feb. 1, 1947. 31 refs. 


Investigations were made in cases of amoebiasis which 
show that, apart from those cases presenting liver 
complications which can be diagnosed by the usual 
clinical methods, damage to liver cells recognizable by 
laboratory methods occurs. Hanger’s  cephalin- 


cholesterol flocculation test (C.C.F.T.) was employed, 
since it was considered to be a sensitive index to damage 
of the liver parenchyma. Hanger’s technique was 
followed except that the readings were made after a 
24-hour interval and not after 48 hours. The cases were 
carefully selected so that there was minimal chance of 
the test being affected by other disease processes; normal 
controls were included witheach batchofsera. Diagnosis 
was made by examining faecal samples, and the cases 
were divided into three groups: Group I, with acute 
amoebic dysentery; Group II, with chronic amoebic 
colitis; and Group III, with amoebiasis with unusual 
symptoms. The C.C.F.T. was performed on diagnosis, 
during treatment, on completion of treatment, and after 
convalescence. The treatment employed was the course 
advised by the Liverpool School of Tropical Medicine. 

The following results were obtained on diagnosis: of 
the 30 cases of Group I, 50% gave ++ or +++ 
flocculation; in Group II (19 cases) 47:-4% gave ++, 
+++, or ++++; in Group III (24 cases) 54:1% 
gave ++, +++, or ++-++. Treatment caused in 
all groups a rapid recovery of the liver cells as indicated 
by the C.C.F.T. Of the total of 73 cases, 37 (50°6%) 
gave evidence of damage to liver parenchyma, and these 
can be seen to have been fairly evenly distributed among 
the three groups. 

Adequate reference is made to other investigators who 
have employed laboratory methods to assess liver damage 
in amoebiasis, and their conclusions are summarized in a 
useful discussion. It is suggested that the pathological 
changes which occur in the liver in amoebiasis, apart from 
frank abscess formation, are probably the effect of 
secondary bacterial invaders and their toxins, and that 
these pathological changes probably consist of degenera- 
tion of parenchyma cells, increase of portal connective 
tissue, and leucocytic infiltration. F. C. Collingwood 


1795, A Comparative Study of the Therapeutic Effects of 
Some of the Drugs used in the Treatment of Amoebic 
Dysentery 

G. A. Ratt. Journal of Tropical Medicine and Hygiene 
[J. trop. Med. Hyg.] 50, 3-12, Jan., 1947. 


Six different forms of treatment are used and the results 
compared; in each case a series of 50 cases of amoebic 
dysentery, proved by the finding of vegetative Entamoeba 
histolytica in the stools or a sigmoidoscopic swab, was 
employed. In Series I emetine hydrochloride, gr. 1 
(65 mg.), was injected daily for 8 days, followed by 4 
days’ rest, and then gr. 1 daily for a further 4 days; total 
dosage, gr. 12 (0-78 g.); “‘carbarsone”’ 0-25 g. daily for 
10 days, starting on the ninth day. Symptoms were 
relieved and intestinal lesions healed, but there was a 
recurrence of symptoms in 18% of cases within 21 days. 
In Series II Kurchi bismuth iodide gr. 10 (0-65 g.), and 
carbarsone 0:25 g., both daily for 10 days, were 
administered. The total relapse rate was 48% and the 
rate among previously relapsed cases was as high as 
84-6%. In Series III, “ enterovioform ” 0-5 g. daily for 
12 days and, concurrently, carbarsone 0-25 g. for 10 
days. The sigmoidoscope showed healing of lesions to 
be unsatisfactory. The relapse rate was 22%. Series IV 
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were given emetine and carbarsone as in Series I, with the 
addition of sulphapyridine 2 g. initially followed by 1 g. 
4-hourly to a total of 13 g. Sigmoidoscopy indicated a 
dramatic drop in the number of cases of inflammation 
(as opposed to ulceration) of the bowel. The total 
relapse rate was 6%. In Series V emetine bismuth 
iodide, gr. 1 on the first night and thereafter gr. 2 (0-13 g.) 
nightly for 9 nights, was given. The drug was preceded 
by gr. 1 of phenobarbitone an hour before. Chiniofon 
24% retention enemata were given daily for 10 days. 
The relapse rate was 6%. Sigmoidoscopy showed 
ulceration to persist in a few cases. The treatment in 
Series VI consisted of emetine hydrochloride gr. 1 daily 
for 12 days, with chiniofon 24% retention enemata for 
the last 10 of the 12 days. The relapse rate over a 
21-day period was nil. 

As a result of the comparison of these various methods 
the author has devised a scheme of treatment which he 
considers to combine the best features of the above 
series. Emetine, gr. 1, is given daily for 10 days; emetine 
bismuth iodide and chiniofon retention enemata, daily 
from the sixth to the fifteenth day. Sulphapyridine 
2 g., followed by 1 g. 4-hourly, is given to a total of 13 g. 
during the first 2 days. Strict confinement to bed~is 
insisted upon from the sixth to the fifteenth day. Twenty- 
five cases were treated in this way and the results were 
satisfactory. 

{It is generally considered inadvisable to give emetine 
by injection and emetine bismuth iodide by mouth 
simultaneously. It is interesting to speculate whether 
the use of sulphasuxidine or sulphaguanidine in longer 
courses in place of the 2-day course of sulphapyridine 
might not be advantageous. ] Geoffrey McComas 


1796. Cardiac Manifestations of Toxic Action of Emetine 
Hydrochloride in Amebic Dysentery 

S. Dack and R. E. Mo.osHox. Archives of Internal 
Medicine [Arch. intern. Med.] 79, 228-238, Feb., 1947. 
4 figs., 7 refs. 


Emetine hydrochloride is by no means innocuous, 
and in the treatment of amoebic dysentery considerable 
caution is required in the presence of cardiovascular 
disease. In the present series 9 cases of amoebic 
dysentery were minutely studied; toxic cardiac mani- 
festations developed after treatment with emetine hydro- 
chloride in total doses varying from gr. 7 to 22 (0-45 to 
1-42 g.). The symptoms of intoxication are fatigue, 
dyspnoea, and tachycardia on mild exertion, with 
electrocardiographic abnormalities generally involving 
the T wave in all leads. 

There is clearly some unknown factor of individual 
susceptibility, or possibly a change in the power to excrete 
the drug, varying in different individuals. The time of 
onset of electrocardiographic abnormalities varied very 
much in all the 9 patients studied. Electrocardiographic 
changes may be delayed in their appearance, but, on the 
other hand, they may persist for a considerable time after 
the drug has been discontinued. It would appear that 
emetine has some power of selectively fixing itself in 
the myocardium. As a rough clinical guide before the 
onset of electrocardiographic changes, general muscular 


weakness, tremors, diarrhoea, and abdominal 
indicate that the remedy is toxic to this particular patient 
and should be discontinued. 

In cases where susceptibility is feared but a course of 
emetine is essential, the patient should be treated 
complete rest in bed with observation of the pulse rate; 
diarrhoea, muscular tremors, or dizziness should be 
carefully noted if they occur. Serial electrocardiograms 
should be taken, and in the event of electrocardiographic 
abnormalities being found emetine should be s 
altogether for at least a month. Probably emetine 
hydrochloride is given in too large doses as a routine, 


A good therapeutic effect can be obtained with a course . 


of gr. 7 (0-45 g.), and this may have as good an effect 
as the larger doses usually employed. If electrocardio- 
graphic abnormalities appear to persist after a month 
emetine should not be used again for that particular 
patient, and in any case emetine should not be employed 
in anyone with organic heart disease of myocardial 
nature. G. F. Walker 


1797. Toxoplasmosis: The Parasitological Diagnosis of 
a Case (7) and the Analysis of Clinical Signs in Infantile 
Toxoplasmosis. (Toxoplasmosis. Een parasitologisch 
bevestigde diagnosis (7) De betekenis van de klinische 
verschijnselen bij infantiele toxoplasmosis) 

C. D. BinkHorst. Maandschrift voor Kindergeneeskunde 
[Maandschr. Kindergeneesk.| 15, 1-11, Jan., 1947. 
16 figs., 28 refs. 


Toxoplasma, first discovered in 1908 by Nicolle and 
Manceau and independently by Splendore, is now a 
well-recognized organism which may affect a variety of 
animals in all parts of the world. The first case described 
in a human subject was that by Wolf and Cowen in 
1937, who with Paige considered the following features 
to be very suggestive of infantile toxoplasmosis: (1) the 
appearance of signs very early in life; 
meningo-encephalitis; (3) ocular lesions, especially 
chorio-retinitis; (4) cerebral calcified deposits demon- 
strable by x rays. 

The author, after reviewing the literature, describes a 
case of presumptive toxoplasmosis in a girl of 6 years. 
There were psychomotor disturbances, intracerebral 
calcifications shown by x rays, chorio-retinitis, and 
microphthalmia. Toxoplasma-like bodies were demon- 
strated in the cerebrospinal fluid. This is the first case 
to be published as occurring in Europe, and is, moreover, 
exceptional in that the disease was chronic and not fatal. 
The author further describes a case of hereditary chorio- 
retinitis, another of encephalitis with chorio-retinitis, 
and finally one with encephalitis, chorio-retinitis, and 
cerebral calcification. In all these he suggests that the- 
diagnosis of toxoplasmosis must be considered. The 
article is illustrated by radiographs and coloured 
illustrations of the fundi. Eugene Wolff 


1798. Acute Infantile Toxoplasmosis Encephalitis. (Akute 
Toxoplasmosis-encephalitis) 

E. FREUDBERG. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 77, 680-682, June 28, 
1947. 1 fig., 4 refs. 
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1799. A Case of Systemic Torula Infection with Tumour 
Formation in the Meninges 

L. KRAINER, J. M. SMALL, A. B. HEWLITT, and T. DENEss. 
Journal of Neurology, Neurosurgery and Psychiatry (J. 
Neurol. Neurosurg. Psychiat.] 9, 158-162, Oct., 1946. 
5 figs., 6 refs. 


The infection described occurred in India and affected 
a Sikh aged 32. While in hospital with a fracture of the 
forearm he complained of supraorbital pain. Three 
weeks later there was a swelling just below the left 
supraorbital margin, which on incision yielded blood- 
stained gelatinous material. The swelling recurred and 
was incised again a month later. He had-two fits, and 
during one of these clonic movements of the right leg 
were noted. When examined in February, 6 months 
after the onset of symptoms, he had a discharging 
supraorbital wound and deep to it a mass displacing the 
orbital contents and eroding the bone. In March there 
appeared over the right femoral trochanter a fluctuating 
mass, from which a turbid viscous fluid was aspirated. 
Bacteriological examination revealed the presence of 
Torula histolytica. With massive doses of iodide the 
thigh lesion resolved but the orbital mass was unaffected. 
The orbit was therefore explored and drained after 
removal of granulation tissue. The frontal bone was 
found to be eroded, exposing the dura mater. The wound 
healed satisfactorily in 24 months. A shadow at the 
right apex of the lung was seen on x-ray examination, 
but there were no symptoms of lung disease. In October 
the patient had an epileptic fit preceded by a feeling of 
numbness in the right leg. On examination bilateral 
extensor responses and increased reflexes in the right leg 
were found; the abdominal reflex on the right side was 
absent. Headache and drowsiness developed. There 
was papilloedema and the cerebrospinal fluid was under 
increased pressure. Ventriculography showed displace- 
ment of the lateral ventricles to the right and foreshorten- 
ing of the left frontal horn. On exploration of the left 
frontal region a large tumour was found attached to the 
dura over the old defect in the supraorbital plate. It was 
well demarcated from the brain and could be removed 
completely with a diathermy loop. The patient made an 
uneventful recovery. 

The torula appeared in stained smears made from 
material from the orbital and thigh lesions as Gram- 


. positive spheroidal cells (3 to 15) surrounded by a 


well-marked capsule (total diameter 7 to 242). The cells 
showed budding, but no mycelia or ascospores were 
seen. The organism grew in Sabouraud’s medium, 
better at 30° C. than at 37°C. In culture its appearance 


was the same except that no capsule was demonstrable. 


It did not ferment any of the common carbohydrates. 
A mouse injected intraperitoneally with the material 
aspirated from the thigh died in 24 hours and showed 
marked enlargement of lymph nodes due to invasion by 
fungus cells. Guinea-pigs and mice injected sub- 
cutancously and intraperitoneally with cultures also died. 
In the animal tissues the fungus cells were smaller than in 
the human lesions, but capsules were present. Histo- 
logical examination of the material from the orbit 


_ showed vascular granulation tissue, largely composed of 


fungus cells suspended in a reticulum; inflammatory cells 
included small round cells and polymorphs. The 
meningeal tumour was firm in consistency and had a 
translucent grey cut surface with a few mucoid cysts. 
Section showed large clumps of fungus cells separated by 
collagen. The cystic spaces contained a few fungus cells, 
and in their walls were foreign-body giant cells, some 
containing degenerating fungus cells. The dura was 
adherent to the tumour but no fungus cells were seen in 
it. A narrow strip of cortex was also adherent; there 
was dense fibrous tissue between the two and no evidence 
of perivascular extension into the brain substance. 

The organism was classified as the large-celled variety 
of Torula histolytica (Freeman’s type IID. This usually 
causes a diffuse meningo-encephalitis; there have been 
only 5 previously recorded cases of localized tumour- 
like lesions affecting the meninges. In this case several 
cultures of the spinal fluid were negative and there was 
no pleocytosis or torula found in the fluid. The infection 
is usually believed to enter through the respiratory tract. 
There was radiological evidence of a lung lesion in this 
patient; this lesion was possibly due to torula infection 
but showed no activity. D. G. ff. Edward 


HELMINTH INFECTIONS 


1800. The Anthelmintic Action of Toluenes in Dogs 

F. D. Enzi. Proceedings of the Helminthological 
Society of Washington [Proc. helminth. Soc. Wash.} 14, 
35-44, Jan., 1947. 1 fig. 


Hall and Wigdor (J. Amer. vet. med. Ass., 1926, 69, 
195) found that 0-1 to 0-4 ml. of toluene per kilo of body 
weight removed only 9 (6%) of 132 ascarides from 3 dogs 
and none of the 42 whipworms present in 1 dog. One 
dog died 24 hours after treatment. The present author 
refers to his own earlier work, and in this paper records 
the results of his trials of toluene and some of its halogen 
substitution products. He used dogs infested with 
ascarides, hookworms, and whipworms [the specific 
names of these are not stated]. From 1 to 2 days before 
treatment the dogs were isolated and the faeces screened 
daily to detect spontaneous elimination of nematodes. 
The drugs were given in hard gelatin capsules after a 
fast of 18 to 24 hours, and the dogs were fed normally 
3 to 4 hours after treatment. The 24-hour faeces were 
examined for nematodes and, when elimination of these 
ceased, as it did within 3 to 4 days, ‘the dogs were 
killed and post-mortem examination was carried out. 

At a dose rate of 0-2 ml. per pound (0-45 kg.) body 
weight toluene, o-chlorotoluene, p-bromotoluene, and 
the o-, m-, and p-fluorotoluene compounds removed 
100% of both ascarides and hookworms; o0-bromotoluene 


and m-iodotoluene removed 100% of ascarides; and — 


2,6-dichlorotoluene removed 100% of hookworms. 
Several of the compounds also had a marked effect upon 
whipworms, some of them removing 100% of them; but 
the author considers that the action of any drug on this 


species depends upon its “ fortuitous entrance ” into the 


caecum. Smaller doses were necessary to find out the 
relative efficacy of the drugs. Half this dose rate was 


- 


576 INFECTIOUS DISEASES 


therefore given. When 0-1 ml. per pound body weight 
was given toluene removed 100% of 61 ascarides from 
2 dogs, 99% (349) of 351 ascarides from 4 dogs, and 75% 
(121) of 161 whipworms from 6 dogs. It had no action 
on the tapeworms Jaenia and Dipylidium. 

The efficacy of the substitution products at this lower 
dose rate varied so much that generalizations could not 
be made. o-Chlorotoluene was the most effective of 
them. It removed 100% of 66 ascarides from 2 dogs, 
96% (484) of 499 hookworms from 4 dogs, and 92% 
(166) of 179 whipworms from 4 dogs. The effects of 
m-chlorotoluene and p-fluorotoluene were similar; while 
o- and m-bromotoluene and p-fluorotoluene removed 
92 to 94% of ascarides. The variation in effect of these 
products on hookworms was even greater. None of 
them was as effective as toluene. Only three of them— 
o-chlorotoluene, o-bromotoluene, and p-fluorotoluene— 
removed 90% or more of hookworms. Thus the chloro-, 
bromo-, and fluoro-toluenes were about equally effective 
against ascarides, and the chlorotoluenes were the most 
effective against hookworms. The iodotoluenes were 
significantly less effective. Introduction of the halogen 
into the toluene ring as a rule reduced the efficacy. In 
general in the mono-halogenated compounds the meta 
position gave the most favourable effect and the para 
position the least favourable one. 

The compounds were generally well tolerated at the 
doses used. Less than 4% of the dogs vomited, and 
mucus found in the stools could have been due to the 
effects of the nematodes themselves. At necropsy the 
only abnormal finding was slight to moderate congestion 
of the liver, kidney, and/or small intestine. G. Lapage 


1801. Osteohydatidosis: Its Radiological Features 
M. AriAS BELLINI. Radiology [Radiology] 47, 569-574, 
Dec., 1946. 5 figs., 5 refs. 


Osteohydatidosis, by which the author means hydatid 
cyst of bone, occurs probably in only 1% of cases of 
echinococcus infestation. Hydatid disease of the bone 
differs in two respects from hydatid disease elsewhere— 
namely, in the presence of exogenous vesiculation and 
in the absence of an adventitious membrane. The disease 
may proceed silently for years without producing an 
osteitis. In the end, however, necrosis may occur. At 
first the shape of the bone is unaltered, but later extra- 
osseous changes, such as abscess formation, become 
evident. The author quotes Leborgen’s description of 
“* cyst-like spaces in the bone limited by thin trabeculae, 
producing the appearance of a bunch of grapes”. Later 
calcification of the trabeculae takes place by hyperostosis 
and condensation. Osteitis following infection is 
revealed on the x-ray film. Fracture may occur in the 
weakened bone, till then unsuspected of hydatid invasion. 

The differential diagnosis between a hydatid abscess 
in the lung and one springing from an invaded dorsal 
vertebra is mentioned. Hydatid bone disease is com- 
monest in the spine, with the bony pelvis second. Pott’s 
disease is differentiated by the absence of vertebral 
collapse in hydatidosis and the escape of the intervertebral 
disk. The adjacent rib is also often attacked. The 
diagnosis has to be made from sarcoma of bone, from 


giant-cell tumour, from von Recklinghausen’s dj 
vertebral angioma, and chondromata. Syphilis and 
tuberculosis may also be simulated at some point in the 
disease. In cases of doubt puncture biopsy may by 
advisable. 

[Osteohydatidosis is of considerable interest, ang 
particularly after a global war should be thought of in 
doubtful appearances of bone. We strongly recommend 
perusal of this interesting article.] Geo. Vilvandré 


1802. Complement-fixation and Precipitin Tests jp 
Trichinosis 

A. W. Friscu, C. B. Wuims, and J. M. Oppenneny, 
American Journal of Clinical Pathology [Amer. J. clin, 
Path.] 17, 24-28, Jan., 1947. 3 refs. 


A mild outbreak of trichiniasis at a German prisoner 
of-war camp in America (see Abstract No. 1804) pro. 
vided an opportunity to carry out complement-fixation 


_and precipitin tests on a relatively large group of subjects, 


Of 203 sera tested by the complement-fixation method, 
a maximal incidence of 37% infection was obtained 3 
weeks after the onset of symptoms. In another group of 
asymptomatic but presumably infected cases the inci- 
dence varied from 4 to 12% over a period of 12 weeks, 
Similarly tested non-infected controls gave no positive 
results and only 4% of doubtful ones. A discrepancy of 
only 3-3% was obtained in tests on duplicate specimens 
of serum, and it is concluded that although the tests 
lacked sensitivity they proved the method reliable but 
susceptible of improvement in technique. Similar tests 
with the precipitin reaction were shown to be unreliable 
and yielded an incidence of only 0 to 6% positive reactions. 
The authors stress the need for standardization of 
antigen. O. D. Standen 


1803. Immunologic Reactions in Trichinosis with 
Purified Antigens 

A. W. Frisco, C. B. Wuims, and J. M. OPPENHEIM. 
American Journal of Clinical Pathology [Amer. J. clin. 
Path.] 17, 29-34, Jan., 1947. 6 refs. 


Three different fractions obtained from larvae of 
Trichinella spiralis were tested on 120 human subjects 
12 weeks after the onset of symptoms of trichiniasis. 
Intradermal, precipitin, and complement-fixation tests 
were carried out. 
alkaline saline extract, an acid-soluble protein, and a 
polysaccharide. Although highly concentrated, these 
more purified fractions were less sensitive than the crude 
extract normally used. The serologically active sub- 
stances were heat stable and precipitable by alcohol and 
acetone. The results obtained have suggested a method 
whereby defatted larvae are extracted with hot alkaline 
saline and purified by precipitation with acetone or alcohol 
to give a readily soluble product. Exact dilutions of this 
antigen could be standardized against known active sera, 
thereby producing a standard reagent for serological 
tests in trichiniasis. The authors consider that this 
method of preparation is simple because of the stability 
of the substances involved and the possibility of using 
heat for sterilization. The paper gives no account of 
the method in practice. O. D. Standen 


The three fractions employed were an. 
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1304. Intradermal Reactions in Trichinosis 

A. W. Friscu, C. B. Wxims, and J. M. OPPENHEIM. 
American Journal of Clinical Pathology [Amer. J. clin. 
Path.| 17, 16-23, Jan., 1947. 26 refs. 


An account is given of a mild epidemic of trichiniasis 
in more than 200 persons at a German prisoner-of-war 
camp in America. The cause of the outbreak was the 
ingestion of improperly cooked pork. The cases were 
examined by intradermal tests with 1 : 10,000 trichina 
antigen, 0-05 ml. of which was injected into the skin of 
the forearm. In addition to easily recognizable positive 
and negative reactions, the authors saw a number of 
intermediate and delayed reactions which required classi- 
fication into positive or negative groups. The size of 
the wheal produced was made the criterion of diagnosis 
of infection; wheals ranging from 6 to 8 mm. in diameter 
were considered doubtful whilst those over 8 mm. in 
diameter were taken to indicate a positive reaction. The 
individuals were each retested 3, 6, and 12 weeks after the 
onset of symptoms; delayed skin reactions increased in 
number with each period of testing. 

Antigens referred to as A, B, C, D, E, and F were 
prepared by methods described in the literature, and more 
than one type of preparation was tested on each case 
during the course of the investigation. Antigen E, a 
saline extract of trichinae with the heat-precipitable 
material removed, gave 42 to 50% of immediate positive 
reactions in symptomatic cases, compared with 5 to 38% 
obtained with the other types of preparation. In cases 
without symptoms but presumed infected antigen E gave 
28% of positive reactions, while 8 to 18% was given by 
the other antigens. In a group of non-infected controls 
no positive immediate or delayed reactions were obtained 
from antigen A; after 3 weeks B, D, E, and F gave 3 
positive immediate reactions each but no positive 
delayed reactions; after 12 weeks antigens E and F gave 
6 and 4 positive immediate reactions and 2 delayed 
positive reactions respectively. 

Thus, antigens prepared by different methods differed 
widely in their reactions, but the authors are convinced 
of the reliability of intradermal antigenic tests for the 
diagnosis of trichiniasis, providing that a typical wheal is 
produced. They emphasize the need for the introduction 
of a standard preparation giving a constant skin reaction. 
The proper concentration of such an antigen remains to 


be investigated. O. D. Standen 
1805. Loiasis 


R. D. C. JOHNSTONE. 


Lancet [Lancet] 1, 250-252, Feb. 
15, 1947. 7 refs. ; 


‘The author first gives a general account of the character- 
istics and life history of the filarial nematode, Loa loa, 
of its geographical distribution and distribution in the 
human body, and of the clinical signs, pathology, diag- 
nosis, and treatment of the disease, loiasis, which it 
causes. Most of the information given in this part of 
the paper is to be found in textbooks; but the author 
also gives a valuable detailed account of his own infection 
with Loa loa. 

In June, 1943, he went to Sierra Leone for 2 weeks 


and then spent a year in Southern Nigeria until June, 
1944, when he went to Accra, Gold Coast. The first sign 
of his infection—a Calabar swelling above the right wrist 
which spread to the whole right hand—developed gradu- 
ally and was first noticed in July-August, 1944. Later 
severe neuralgia along the distribution of the right median 
nerve came on at night and he did not sleep more than 20 
minutes at a time. It lasted for 10 days. Moving the 
hand removed the pain within a minute or so, but a sling 
did not. Alcohol assisted sleep. Gradually these 
symptoms passed away, but the swelling persisted for 6 
to 8 weeks, slight pitting oedema being always present. 
A few weeks after the disappearance of this swelling, 
other swellings came and went. In 1 week in October, 
1944, the author had 16 of them. At times they were 
irritating, with red skin over them, but some seemed to be 
more deeply seated, and these ached only for 24 hours or 
so. Most of the swellings were on the forearms, but the 
author says that “‘ few parts of my body have so far 
escaped”’. His eosinophilia throughout has varied 
from 12 to 36%. Repeated examinations for micro- 
filariae have all been negative. _ 

In December, 1944, he came to England. During the 
cold weather of the journey, which lasted 4 weeks, the 
number of swellings decreased noticeably, and by the time 
England was reached the number of swellings was about 
one every third day or fewer. On or about the day 
when he reached England discomfort in the right eye was 
followed the next day by the appearance of a Loa loa 
under the conjunctiva. This was removed, and mild 
conjunctivitis persisted for several days. An average of 
2 Calabar swellings a week appeared during the 
following months, until, in June, 1945, a second filarial 
worm appeared near the left eye and wandered for 24 
days around the eyelids, sometimes crossing the bridge 
of the nose but nearly always returning to the same eye. 
It caused no true swelling, but could often be seen under 
the skin of the eyelids. It was removed by an ophthal- 
mologist, who passed a suture around it, infiltrated a 
local analgesic, and removed the whole worm through 
a small incision. The author does not recommend this 
method of removal from an eye, because it is not entirely 
painless, a part of the worm may be left behind and 
suppuration may follow. In August, 1945, a third worm 
appeared and wandered round the right eye, but this one 
coiled itself in the outer aspect of the upper lid and caused 
a small Calabar swelling there. Next day it wandered 
about again, crossing the nose and returning to the eye 
in a few hours. While the author was in a London 
hospital this third worm caused sudden, very severe pain 
deep in the right eye which extended up the frontal 
region to the top of the head and was greatly increased 
by movement. For about half an hour before the pain 
began no worm had been seen or felt moving. After 
14 hours the pain ceased as suddenly as it had begun, 
and 15 minutes later the worm was seen crawling over 
** the inner aspect of the conjunctiva”. It was removed 
by the sister in charge of the ophthalmic department of 
the hospital. A fourth worm was removed from the 
right eye after wandering around this region for more than 
2 weeks. 


The author points out that no known drug will kill 
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the worms,.and he does not recommend deep x-ray 
treatment given with the object of sterilizing thé female 
nematodes. The worms should always be removed 
as they pass across the eye. Removal of them as they 
cross the bridge of the nose has been recommended, 
but the author was never able to see them in this position. 
It is important not to attempt their removal until the 
whole length of the nematode can be seen. The following 
method of removal is recommended by the author: 


Lamellae cocainae gr. sy (3-2 mg.) or a 4% solution of 
cocaine is instilled into the eye. is will almost certainl 
arrest the worm in the position chosen for its removal. 
The conjunctiva is snipped with scissors parallel to the 
length of the worm and as near its centre as possible. The 
worm is then seized with forceps and removed. If suitable 
instruments are not available the worm may be removed 
with a cutting needle, but this is more difficult and takes 
longer. A worm which can be seen under the skin can be 
removed by passing under it a fine stitch, which is tied round 
it. The stitch is inserted without a local analgesic, because 
this may obscure the worm. A local analgesic is then given 
and the worm is removed through a small incision. 


The author points out that the mental distress caused 
by the constant creeping sensation set up day and night 
by the nematode should not be disregarded. 

G. Lapage 


1806. Studies on Filariasis. V. Serological Relation- 
ships between Antigenic Extracts of Four Nematodes 

V. G. WARREN. American Journal of Hygiene [Amer. J. 
Hyg.) 45, 299-301, May, 1947. 3 refs. 


OTHER INFECTIOUS DISEASES 


1807. Reiter’s Disease _ 
A. H. Harkness. British Medical Journal [Brit. med. J.] 
103, 72-73, Jan. 11, 1947. 8 refs. 


The author defines Reiter’s disease in the form gener- 
ally recognized to-day as a clinical syndrome characterized 
by non-gonococcal urethritis, bilateral conjunctivitis, 
arthritis (usually polyarticular), occasionally balanitis 
and keratodermia blennorrhagica. The condition, 
always of venereal origin, has a relatively long incubation 
period, runs a protracted course, and may recur after 
long periods of remission. Urethritis is usually of the 
Waelsch type, though some cases may have a profuse 
purulent abacterial discharge with pain and frequency. 
In the author’s series conjunctivitis appeared 2 to 16 days 
after the discharge started, and polyarticular arthritis 
1 to 6 days later. Keratodermia blennorrhagica occurred 
subsequently in 50% of cases. This syndrome has also 
been described in association with gonococcal urethritis, 
though in these cases there is often a mixed primary 
infection, and in staphylococcal septicaemia. However, 


confusion is most liable to arise from the more frequently 
reported association of this syndrome with bacillary 
dysentery. The author considers that Reiter’s original 
case was of dysenteric origin, and notes that Feissinger 
and Leroy, in a study of an outbreak of dysentery in 1916, 
observed the same clinical syndrome in 4 of their cases. 
The arthritis in eases of this type is more commonly met 


with during convalescence than during the acute 

of the disease, and is more frequently mono-articular 
It is suggested that cases of this syndrome be differentiated 
into those of dysenteric and of venereal origin, and that 
the term “ Reiter’s disease ”, or “* dysenteric arthritis » 
be reserved for the former; the latter should be describe . 
as “non-gonococcal polyarthritis” or “the nop. 
gonococcal syndrome ”’. A. Henderson-Begg 


1808. Penicillin Prophylaxis in Acute Rheumatism 
P. J. BurKE. Lancet [Lancet] 1, 255-256, Feb. 15, 1947, 
5 refs. 


Twenty patients who within the previous year had 
suffered from acute rheumatism preceded by pharyngeal 
infection were observed for a year from September, 1945, 
and were divided into two groups of 10 matched as 
closely as possible in regard to age, sex, occupation, and 
clinical condition. The patients in the treated group 
were given 3 pastilles each containing 500 Oxford 
units of calcium penicillin to suck each day, with instruc- 
tions to place them between the cheek and lower gum to 
allow them to dissolve slowly, and to swallow the saliva 
containing the penicillin in solution. Two weeks’ 
supply of pastilles were dispensed at a time, and they 
were to be kept in a cool place in the patients’ houses, 
During the period of: observation the patients continued 
their ordinary duties. The group consisted of £3chool- 
children, 2 housemaids, 2 farmers, 2 labourers, and an 
ex-sailor, and their ages ranged from 11 to 29 years, 
The patients in the control group received no special 
treatment beyond ordinary precautions against over- 
crowding, fatigue, and exposure. No bacteriological or 
other laboratory tests were carried out. The results 
assessed on clinical grounds alone were as follows: 


Treated Group | Control Group 


(10 cases) (10 cases) 
Sore throat a aia 3 18 
Acute pharyngitis and/or 
tonsillitis 1 5 
Subacute rheumatism .. 1 4 
Acute rheumatism ~~ Nil 1 


Infections of the pharynx and/or tonsils with mild or 
transient pyrexia not needing medical treatment or con- 
finement to bed for more than 1 day are classified as 
“sore throat’’. ‘* Acute pharyngitis and/or tonsillitis” 
includes only severe infections with acute clinical symp- 
toms and necessitating confinement to bed and medical 
attention. ‘‘ Subacute rheumatism ”’ includes all forms 
of acute rheumatic manifestations with pyrexia except 
rheumatic fever. ‘“‘ Acute rheumatism ”’ includes cases 
of frank rheumatic fever only. 

In view of these results the use of penicillin by mouth 
is suggested as an alternative to the sulphonamides in 
the prophylaxis of acute rheumatism without the risk of 
toxic reactions. 

[No reference is made to any clinical observations for 
nicotinamide deficiency in the treated patients.] 

T. G. Reah 
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History of Medicine 


1809. Science in the Service of Mankind. (La science 
du service de l'homme) 

R. Despre. Médicin Frangais [Méd. frangais, Paris} 6, 
302, Nov. 10, 1946. 


1810. Physician-gods 
Anonymous. South African Medical Journal [S. Afr. 
med. J.] 20, 799-800, Dec. 28, 1946. 


1811. Medicine in New York Folklore 
H. W. THompson.. New York State Journal of Medicine 
{N.Y. St. J. Med.] 47, 870-873, April 15, 1947. 


1812. Bodies for Dissection 
Anonymous. British Medical Journal [Brit. med. J.] 2, 
379-381, Sept. 6, 1947. 2 figs. 


1813. The Pulse in Ancient Chinese Medicine 
A. Fietps. California Medicine (Calif. Med.| 66, 304- 
305, May, 1947. 3 refs. 


1814. Coca, Divine Plant of the Incas 
E. M. CHRISTENSEN. Anaesthesia [Anaesthesia] 2, 4-12, 
Jan., 1947. 5 figs., 37 refs.” 


1815. The Marshall Collection of Herbals in the Cleve- 
land Medical Library 

R. B. FiscH and M. H. Fiscu. Bulletin of the History of 
Medicine |Bull. Hist. Med.| 21, 224-261, March-April, 
1947. 298 refs. 


1816. The State of Pathology in the British Colonies of 
North America 

E.B. KRUMBHAAR. Yale Journal of Biology and Medicine 
[Yale J. Biol. Med.] 19, 801-815, May, 1947. 25 refs. 


1817. The Pasteur Institute, a Realization and Con- 
tinuation of Pasteur’sIdea. (L’Institut Pasteur. Réalisa- 
tion et continuation de la pensée pastorienne) 

J. TREFOUEL. Médicin Frangais [Med. frangais, Paris] 6, 
303-305, Nov. 10, 1946. 2 figs. 


1818. Evolution of Surgery under the Influence of Pasteur. 
(L’évolution de la chirurgie sous l’influence de Pasteur) 
M. Rosineau. Médecin Francais [Méd. frangais, Paris] 
6, 306-309, Nov. 10, 1946. 4 figs. 


1819. Evolution of the Bacterial Principle. (L’évolution 
de la notion d’espéce bactérienne) 

A. R. Prevot. Médecin Francais [Méd. frangais, Paris] 
6, 310-314, Nov. 10, 1946. 3 figs. 


1820. Pasteur’s Work in Connection with Oxygen Effect 
on Microorganisms. (Les travaux de Pasteur sur I’action 
de l’oxygéne sur les microorganismes) 

E. AuBet. Médecin Francais {Med. frangais, Paris] 6, 
315, Nov. 10, 1946. 1 fig. 


1821. Louis Pasteur and the Expansion of European 
Civilization throughout the World. (Louis Pasteur et 
l’expansion civilisatrice européenne dans le monde) 

N. BERNARD. Meédecin Frangais [Méd. frangais, Paris} 
6, 318-323, Nov. 10, 1946. 5 figs. 


1822. The Discipline of Pasteur. (La discipline pasteuri- 
enne) 

G. SANDOR. Médecin Frangais [Méd. frangais, Paris] 6, 
324-326, Nov. 10, 1946. 2 figs. 


1823. Pasteur and Antibiotics. (Pasteur et les anti- 
biotiques) 

H. Fiorey. Médecin Prangais [Méd. frangais, Paris] 6. 
327, Nov. 10, 1946. 12 refs. 


1824. Pasteur and the Accomplishments of Soviet 
Microbiology. (Pasteur et les réalisations de la micro- 
biologie soviétique) 

N. GAMALeIA. Médecin Francais [Méd. francais, Paris} 
6, 328-330, Nov. 10, 1946. 3 figs. 
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